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^-v: 1/ 



[mm^^] B03099 

immmn^m] a6ik as/oo 

C07K 14/705 
C12N 15/12 
COIN 33/53 



[ftElfXJimi ^itlr^<*^r!3^B2TS3 3l=Mll.6 
4 0 2-^ 

[^^] mm 

ife7[c3 0 2-^ 
imsm-^} 000002934 
mm^^] 100114041 
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imm^-^] 100106323 

[i^^Xii^m ma m 

[tBM#-^] #02003- 10001 

B03012 
005142 

imi^^mi 2i,oooR 

{mn-^\ mmm i 
im^^\ mm i 
im^^\ 1 

9909276 
0203423 
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mMmtm-i> l < tiniffititcra-oT? ymia^j^-^^t--?) gsss^^smv 
mmtmrn. ^h-v^^. tvk-vx, m^mwm. m^m 

-b-f^ -m^Mtfzit^(DU'$i-^':f'f- K*:3- Vt^^V K^r-^^l" 
±':f^-m}^mtfz ti -eoias^^ K - K-f- ^ i; ^ ^ :^ ^ K ^-^Wf 
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^-v^ : 2/ 



^j:^mimm. mmtm^. ^h-^;^. tvk-v-;^. M;^^ 
tfzumimmMo^^ • f^mMo 

't^^-m}^MiiL<ii^<DU^^':^^h*tfzit^<Dmzn-r^i^i^^^mLx 
^j:^m^m. mmmm^. ^v-i^;^. tvk-'>;^. mmmnmm^. mmm 

t fzitm^wMMommMo 
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^^y:^^h^i:^mLx^j::hmm.m. mmmmm. tvk-v;=<.. h 

^mni^m^. m^m^^. m^mm^m. ^mm.m. ikmmm^. mmm. t 

•t^^V^^U:^^Vtm^^^m&mmtfzii^<D-^t:^:^LX^j:;h^°V^ 

m^m 131 ( 1 ) BB^j#-^ : 1 . sB^jn^ : 3 1 fzitm-^m"^ : s t?^*> $ 
^m^>^ztimw:tir;hmi-'t-:r^^s^^tfzii^<D^tmmmt<7>^^ 

imim 141 (1 ) mjm^ : l . @B>?!I#-^ : 3 * 7^:ti@B^J#-^ : 8 xmo ? 
^mBcmv^f^-^^^n. ^<DU^^f^Y^fz\t^(r>^i^XXf (2) jgjj&m 

^ '^m^y\'^m\^^xnhfLh. mmmtwrn^^: l^ wm^^: 3 
mim 161 .( 1 ) wm^^ : 1 . my\m-^ : 3 * 7^:(iBB^j#-i- : a x0it> $ 
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^-i^ : 4/ 



mi^-^ 17] ( 1 ) wm^^ : 1 X wm^^ : s ^ fj{iBB^j#-^ : 8 t^0it>^ 
v^i'fd'~W:^9.tfz\,t^<DUKn-f^r^=-:^ }'tfz\iry9:=i'=-:^ Yo 

mam 1 9 1 m^mtmnm^ : 1 . wmm^ : 3 s /^tiiB^j^-^ :. 8 -e^t? 

<^:^ ^: t r ^ 

I»^^2 0] iB^J#-i-: 1. iB^J#-^: 3tfz\tmm^: 8-e^^9$tL^T 



aiiE#2 004-3011630 



003-104540 



. mmmmm. tvk-v;^. mmmwm. mm 

mmmm. i^mm.^. ^mmmm. mmm. Tm^mm^^. m. u^^mmm 

im^^ 2 4 ] wm^^- : 1 . BB^j#-^ : 3 t fsriiiB^^M^-f - : 8 tL^ T ^ 

0:^=Sr-^;tL-C^;&ll>^^. Wsmtmm. ^b-v;^. TvK-v7;> 

<7)m^^mLxtj:;hmmm. mmmmm. rvK-i^^^. mmm^ 
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mmn^^imiyty^-M&n^^mi-^mmiiZ^m^'tfzm^iziin^hmmiH 
c 3i 2 +mm±^mm^m^'r^:it^mwLtt^mi^-tf^-mBMtfzit-t 

[m^:^3 0] mmm. mmt/^mm. ^b-v;^. Ti^K-->;^, mmmnmm 

. mmmmtfzimnmmM<7)'^m • mmix^^m^^2 9mm<7ymo 
im-^ms 1] ;^ h iy:^mmMT^:hm^^2 sismo^Jo 
[»*:^3 2] BifLSfi^ic^tT. (Dse^ijn-^: u @B^j#-f- : stfzimmm 

^-r^Gm^n^^^mv^-zfi^-m^n. ^<ou^^'f^Y-ifz\t^<r>m.. ©be 

^J#-^: 1. SB^J#^: 3 tfzfiBB^J#-^: 8-e^$^3T^ y^SS^jfcR— ^> 

b < {i^geijtira— or ^ ymss^^ij^-^^t-^ Giges*=fSMv-feyi5^-^es 

* {± -e <^^^^ T'-^ K =1: n - K-r ^ i; ^ iJ^ 1/ :t F ^ 1" >K ^ iJ' 
mtt^Hm^is >Jrf-v;^, TvF-v;?^, H 
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#M 2003-104540 ^--J : 7/ 

■f- 4 /i{i(Dse^j#-^ : 1 . SB^j#-^ : 3 1 fzamm^-^ : 8 -rj^^fi^ r ^ 
^m^. (D@B^ij#-^: 1. mm^'. 3$fctigs^ij#-^: 8-e^$tT-<6T^ym 

iB^Ji:!^-^ L < f±||®6<llcra-OT5 yg^ifi^J-Sr-^^tl"^ Gge^^MV-fe 

^i^- 1; ^ K t ffi^ati ^ m^se^ij t o =^ L T ^ ^ V 
:t^h\ ^fz\tmmm^\ 1. ie^j#-^: 3^f^{iie^j#^: 8-t?a$*T-^T 

t^#m^i-'2>iim?^^ »Mtgit#> ^h-v-y^. TvK-v^. mmm^mm 
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^^-^^ h\ t fzktQMm^^ : 1 . se^J#-^ : 3 i/ci±@fi3?ij#-^ : 8 T-^$tt>5> r 

[»^^3 61 ^MM. mmm^^m. ^f-s^x, tvk-v>^. Mm^^^^it 

. Bmmmtfziim^mmM<o'3^m'^mM^m:^-t^fzif><D(X)mm^-^: i. 
ifi^j#-f - : 3 1 fzitmn^-^ : 8 x-m^fL^b T < y mie^j 1 1^— ^> t < ti^we^j 

y^-m&Mtfztt't<Dm^^'^^ KSrn- Yt^^v y^^u^^ vt:^m-r^ 

^V^^ut^Y. tfzii®mm^-^: 1. @S^J#-^: 3tfzimM^^: sx 

m^fi^T<y mm^i ^ iwi- ^> l < itmMm iz m—o 7<y mie^j t:^m-r^ g 

tiiiE# 2004-3011630 
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>^ : 9/ 



im^ms 8] mmm. mmm^m. -j-h-v;^. tvk-v;^. mm.m^mm. 
[m^m3 9] :^vu::^mwiM^mTt'r:hfzib<D(^mmm^: i. rni^m-^: s 
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"fW ' f&mmtfzii:^ h u:^mmmi>mi^'i^':fi$'-m^Mtfzii'^<Dmznir:h 

m^^fzm^Kisifih. ^mtmi^^y^-M^M. 't<Du^^f^vtfzii^ 

im^m 4 4] ( 1 ) (S)iB^j#-^ : 1 . ie^j#-f - : 3tfz im^m-^ : 8 T'^)b 
U-^-:f^~Wi^Mtfzi±^(DU^^y^ ^(D^m.M'^mt^'t^^t^i^tfzli^ 

t (2) nm^. mmmm^^. ^h-->;^, tv'K-v;^. 
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^-'J: 11/ 



[0 0 0 1] 

7 3) (7)mMizmir^o 

[0 0 0 2] 

< (Dyi-^)i^^ y^nm^m^M^j: t'(D^mm^^Mit. iffliamt'#^-r^£^M 

M\^M<7>d {±*^SL-CV><2)guanine nucleoti de-binding protein (J£ILT> 

^MMm.v'^-f^-m^n (gpcr) cb-sv^ayiai^iKaM^-feT'^j'-iis 

® (7TMR) i:«;$tL;2,o 
[0 0 0 3] 
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^-v: 12/ 



9 ^^Alcj!SW-r^W^;5«fSI&tc^T^*>tLTi3 «9 , CIO J: 9 LT#ib*tfz c D 
N A <^»f>T-BB^J:6^xpressed Sequence Tag ( E S T ) ^: t T ^5' X 13^®^ 

[0 0 0 4] 

m^xn 1 ] 

wo 2 0 0 0/0 0 6 1 1-^ 
[0 0 0 5] 

[mm--xm. 2 1 

wo 2 0 0 2/6 7 8 6 8-^ 
[0 0 0 6] 
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^-v: 13/ 



5r^iE5?ljT'-:5'^->^ : ACCE S S I ON XP_0 6 1 2 0 8 
[0 0 0 7] 

^iflffi^jT'-:^''^-^ : ACCES S I ON XP_1 2 9 2 5 2 
[0 0 0 8] 

imm^m^ L j; 9 1 -r ^ mm] 

■^^mt^ 1 4 2 7 3 izMirh V ify K^EiU ^Mm^^fz 1 4 2 7 3 T 
[0 0 0 91 

2|s:|&^#f>{±> iijtW^S^rm^fa^v:^*^ li hiSiy^v^X 1 4 2 7 3 0|*lHtt 
U K;6«Jlt0^-e^a i t ^Bffi L/Co $ I'. 1 4 2 7 3 ;6n^S#. Jitl^a 

i^. :«7{>^'^^Sa'^ifT-l^^mtTV^;^>.:lt. 4 2 7 3 \Z\^m-f^^ 

[0 0 0 1 01 

[1] sa^m-^: l^ se^j#-^: sttzimm^'^: sTm^fi^hr^ymmn 
[ 2 ] : 1 ^ m^m-^ : 3 1 /itisa^jn-^ : s-^m^i^'^r^y mie^j 
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^-v: 14/ 



[3] is^j#-i-: 1. mn^^i stfzitm^m-^: sx-m^fL:hT^ymmm 

p?^V:tf^K«r#WLT^^«im??l. mmmm^. ^h-'^::^. ri^K-e^;^. 

-M&Mtfz i±^<DU^^ K * 3 - K-r '5> ^ :t ^ v^^m-r ^ *° 

^^iy:i-^v^:^mLxfj:^mm.m. mmtm^. ^v-z^t.^ nyv-i^:^. 

mmm^. mmmmtfzim^mMm<7)mmM. 
[6] @fi^j#^: 1. m^m-^: 3tfzitmm^^: sxm^fi^r^ymmm 

[7] 1, stfzum^m^: 8xm^fi^T ^ ymmn 

-m&Mi>i^<it't<7)u^^'f^h^ti'zit^<omzMir^mi^^'^mLx^j:^m 

mm. mmmmw. ^v-i^:^. tvk-->;^. mmm^i^mmm. mmmwm. 
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V : 15/ 



[ 9 ] m^m-^ : 1 X WM^^ : 3 1 fziiw.n^-^ : 8 tL^ r ^ / ^ifi^J 

-^^ra. -^h-v;^. TvK-v':^^ 

[1 0] @B^J#^: i> Sfi^m-^: 3 4y::«ia^J#-f-: 8-C^$tL*T^ y'mifi 

^ij i: 1^- b < {insa^j iwi-<^ T ^ y msa^ij ^^m-r ^ one v/ 

[1 1] gE^J#-^: K iB^m-^: 3t/v:t±iB^j##: s-e^^ttsr^ ymSB 

^K^-^^LT'&^^im^. mmmwm. ^y-^y:^. tvk-v;^. Mm^i* 

[1 2] SS^J#-^: l^ iB^J#^: 3i7^ct±iB^J#-^: 8t?^$ttST5 /miB 
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^-v : 16/ 



[13] ( 1 ) @fi^J#-f- : 1 . m^m-^ : 3 1 fzum^m^ : s -e^tj^ tt^ T 
[14] (1) m^m-^: 1. i2^J#-^: 3*fw{±es^j#-^: 8-e^*>$*t^r 

[15] ±fs [13] %m(D7.^V'-^>^^-^mtfzii±fi [14] tmo:^^ 

v-^>^m^y ^^fflv^T#t>^^^. liJKmi:iB^J##: i> ifi^'J^-^ : 3^ 

m'{t-^'^^^t^^tfzit^<D^. 

[16] ( 1 ) SS^iJ#-f- : 1 . Sfi^J#-f- : 3 t fzitm^m^ : 8 x-mt>^ti:h T 

II e ® 1 7t -e O:^ JJiBSm ^: <^M'^14 =^ ^-fb ^ ^ 'fk'^*^ t <^:^ ^ffl V* 
^^ti:mWLt-t^mi^'ty'^-M^Mtfzit^<Dm.KMir:hT=r:=^7s}'tfzli 

[1 7] (1) mm^'. 1> SB^J#-§-: 3^fcti@S^J#-^: 8T-^*>$*v^T 

MW-ty^J'-^e^x -e-<^g|5^^yf-Kf ^v:t±'e<^mi3J:Z>' (2) ^V-fe*/^- 

i"* c: «r#m t -t^i^ •/iJ' t T h 1 7t 

[18] ±fB [16] ffim<^:^^ v--v;r:;^^tf^t±±fB [17] fsm^;^^ 
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^-v: 17/ 



[19] m^mtmim^ : i. mm-^: st/zumm-^ : sx-mh^ft^ 

[2 0] m^m-^: i> @S^J#-^: 3 t7^:{i@2^j#-t : s-e^^b^tL^T^ ym 

[2 1] iB^m-^: 1. la^m-^: 3 t7t{±Be?!j#-f- : 8-e^t>$tt;g,T^ 

':f^-m&Mtfzii^<DmKni-^r=f=-:^}^^-^mLX^j::h:^ h u:^mmM. 
[2 2] m^m-^: 1. SB^m-^: 3t/i{igB>?!j#-^: 8-e^*>$tt^T5>'m 

[2 3] @e^j#-^: 1. m^m^: 3ttziimf\m-^ : 8x0it>^ti^T^ym 

':f^'-mi^Mtfzit^<Dm.KM't^T>^=fz:.xh^^:^LX^j:^:^ h uy^mM 
[24] mm-^: 1. @a^J#-^: 3t/i(i@E^J#-^: 8t?a$tt^T^ymis 
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^-v*: 18/ 



^:^Lx^£:hm^m. m'mmm^. ^y-z^;^. t->k-5^;^. mmmnmmm- 

[2 5] SB^m-^: i> iB^J#^: stfziiwm^-^: s-c^^tt^r^ ymifi 

[2 6] m^m-^: I. Be^j#^: 3tfzitw,m^-^ : s-^m^ti^r^ y^mm 

^ -m&Mtfzit^<DU^^y^ v<o^mm:^m{i^--^^^i\:'^mtfzii^(D^i 
^mLx^^mwim. mmmmm. ^b-'>>^. t:>k-v;^. mmmnmmm 

mn^m^tfzimiimmM<D^m - t^mm. 

[2 7] l^ @B5^J#-^: 3 tf^{iBB^J#-f- : 8 t?a^tt;2, T ^ 7 m@2 

[2 8] titfl^b-a-J^^se^m-^ : i . m^m^ : 3 * /ctiiB^j^-^ : s-e^^tt 

^^^mu^-r^-m^M'^^^-r^mmKmm^'tfzm^Kisn^mmc a 2 
[2 9] mwjw^^^\^xi^:hm^m^ : 1 . m^m-^ : 3 tTttise^o^-^ : 8 
[3 0] nm^, mmm^m. ^f-v;^. T'>k-'>>^> $1 
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^~ V : 19/ 



mm-ifz\,m^m^w.n<^=fV3 • x^mn-^i>^±M [2 9] %m,<on. 
[3 1] v:^mm-m'^^h±.m [29] tm.<Dnk 

[3 2] iffi$tiiii^ii^LT. (i)@B^J#^: l^ ie^J##: ^tfz\tmm^: 8 
: 1. iS^J#-^': 3 i7!if±SE^j#-^ : 8-e^$tL^T^yMiB^Ji:l^— ^ L< {± 

^ III- ^ L < ti^«6«jtc|Wi-cQ T^y mw,n ^"k^th Gii^K^^m ix-fe :f 

#M56C#^ ©iflLlljg. >'>?.WTV;i'^^-. Ji&l5&^IS* 
[3 3] itlLifttJtc^LT. (i)iB^j#-^: 1. wm^^: 3tfz\tW3m^: 8 

: 1 . wm^^ : 3 t ^cf±BB5U#-^ : 8 tt^ r ^ y mSE^J i: |S|— ^> L < {± 
|w|-<^ 7 ^ y miB^J Sr^W-r ^ G^aS*^SS V-b T'^ -MSM t {± 

t fzit^mn^-^ : 1 . : 3 1 fzum^m-^ : 8 t-^^ tt^ r ^ y msa 
[3 4] psiLmi^t^^L-c. (i)SB^j#-^: 1. mm^-^: stfzitm^m-^: s 
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^-v^: 20/ 



wh-t^mm. wsmmm. "r^-^yT.. t'>k-v;^> n 
mm^^fz\i.mmM.%<r>^^ • 

1^-^) L< ti^®fi<jicifi-(7)T^ yi^ga^jtr-^^-r^Gses^tSMi^-feT'iJ^- 
. ^fz\immm^'. i. wm^^-. z%fz\im§m^\ zx^^^^tkjw. 

[3 6] ^mm. mmmm. ^h-v;^. tvf-v;^. 

mm^^fz\tm,'^mM.%<r>^Vi • ?&i^j=^^5ti-^:^wi6o®is^!j#-^ : i . 
z-tfz\imm^'. zx^^^-h7 A J'^wmhn—%i\.<\tmm.^\^n-' 



ailiE# 2004-3011630 



#M2 003-104540 



^--J: 21/ 



mi^^'f^-M^Wttiit^(r>U^^'f^ K^3- Y-fh^') K^-^ 

[3 7] u:^mwM^mik-t^fziit)(7)(T)mm^^ : i . m^m^ : s t 

. @SB^J#-^: 1. iB^J#^: stfziiw.mm-^: sxm^fi^r ^ yMMmt 

m—i> L<itmMmi<zm-'(7)T^ ymMm'^^^ir^Gm&M^^^mu't•y^- 
^ut^h\ 1 7t{i(D@B^j#-^ : 1 , m^m-^ : 3 1 fzitm^m-^ : sxm^fi 

[3 8] m^m. mmmm^. ^h-v;^. tvk-v;^. n 
mmtfziim^MMS:(7)^m'r^mM^mmir^fz!!(><D(X)mm^-w: i. m^m 
^fz\t^<r>m.\:.n-t^m^. (DiE^M-^: i> wm^^\ ^-tfzMmm^', s 

[3 9] u:^mmM^umt^fztf><D(Xm^m-^ : 1 > @B^J#-t : 3 1 TtJi 

mm^2 004-3011630 
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^-i^ : 22/ 



M V-fe y ^ -S^l ® i {i^OllP^^y^ K €r 3 - K-r V ^ V ^ ^ K Sr-^ 

v-fe"/^' -sen ic^f ^ T > ^ a-ziy^ h o^m. 

[4 0] Be^J#-i-: 1. @B>f!l#-^: 3 1 7^ct±iS^m^ : 8T'^:b$tL^T5 

[4 1] se^j#-f-: 1, m^m-^: stfzitm^m^: 8x0it>^ti^T^ym 
sE^j t iwi- ^ L < (±^® II iwi— o T 5 y mia^j '^^^■t ^ G se V -t 
'f^-m}^sttzit^<o^i:m^^^^t^!mLt-t^. mmm. mmt^mm. ^ 

v^jt^* 7t{i;^ h V'y^m^m-^mi^'^zf^-M^M^fzi±^<DmzM-t^T=rc:^ 
[4 2] MB^m-^: 1. iB^J#-^: 3tfct±@a^J#-^: 8T'^*>;^tt;s,T^ 

':f^-mBMtfzii^<Dm.^m\^^^:Lt^mktir:b. m^m. mmmwm. ^ 
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#^2 0 0 3-1 0 4 5 4 0 ^-v? 

(o^^^m^-f^^h-^^m.h'fhi.t^ [4 0] ~ [4 2] ifimoiiE.^?*, 

[4 4] ( 1 ) ®mm^ : 1 . : 3 tfzum^m-^- : 8 -eiitj^tL^ 

t (2) mmm. mm^^m. ^v-'yT., ts-k-^/^^, mm.mwi^wm. m 

[0 0 11] 

[4 5] (i) @B^j#-^: itfzitmm^: s-cm^fi^T ^ ym.m.mt^- 
mu-^-f^-m^M (mr. i 4 2 ? 3 inn&isi-^i^^^^^) -eco^^g^^r^ 

K^fc{i-eO:^t. JiiJl&m^^^B!fe:?^i:7t:^'g-t. (ii) 1 4 2 7 3. ^<0^^ 
^n^j:^^tim:tir:h±U [1 3] mm<D7.^ v -->^:fjm. 

[4 6] ( i ) mmLfzmWjM^ l 4 2 7 3. ^<DU^^Zf^ Vtfzti^(Dmz 

mm^^fz^-^t, (ii) mwiLfzmwjm^i:x>*^jt^mi: 14273. 
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V : 24/ 



mwLt-r^±m [13] tm<7):^^^)~^>-!f:fj^, 
[4 7] ( i ) ^mtfciifl^^miS: 1 4 2 7 3 i^^-T ^mmi>^mm^'tfzm^t 

, (ii) ^mL/cJlifl»m*5j:0ft^m'fb'^!^=£r 1 4 2 7 3 ^^^-r^mmizmm^ 

c:^:^#m^-r^-tffi [13] mm.<o:^^v-->^^m^ 
[4 8] ( i ) ^MLfcjiiJi^^^r 1 4 2 7 3 t:^mir^mm<Dmm^izmm^'t 

fz^^t. (ii) :^mLfv:JiiJ|j5m:feJ:t^iti^^b^!^^ 1 4 2 7 3 Sr^Wf^M 

ojEM^ ic^M $ -itfzm^iz. isn^. mmL fzmm^(7)mmm<7>mm^KMt ^ 

[4 9] ii) mmLfzmmm^. 1 4 2 7 3*n-K-r^DNA*-^;|-r^D 
N A Sr'^;t-r^mmx.^i5' ^ — e?^®^m tfcfm^ei#:^^^i-^ CI i o 

xmmj^n^m$-<Dmmmf>^^mLfz 14273 ic^m^-t^rfcJ^'g-t. (ii) 
m.Lfzms^mi^2^i^w^it'^m^mmMmimi^<DmmmK^mi.fz 1427 sk 
mn^^fzm^iz^if^. mm.Lfzm^m<oi 4273 izn-t^^^m^m^L 

[50] (i) 14273 ^mmt-r^^t^m^ 14273 
m^^fz^^t. (ii) 1 4 2 7 3 ^fsmk-r^'rb'^%*3ir>'im'ffc'^i^* 1 4 

2 7 3 Sr-^^-t^«eil&t'^tl!$'^fcJ#'^trfelt^^ 1 4 2 7 3 Sr^^L/iiB»JgJ: 
[5 1] 1 4 2 7 3 ^?Smbf'2><b'^^^^> 1 4 2 7 3 ^3-K-r^DNA=Sr'^ 

tizxoxmm'BMm^i^<DmmmK^mLtzi 4273 tc^M^-^/^Jt-^iis 

1 4 2 7 3 =Sr?Smb-t-^'fb^J^:feJ:t^"i^^<fc^tJ=^S^B^^m#<^^i!tmi^^ 
^Lfz 1 4 2 7 3 tc^|*$^i:;^::^'a-lw:fett'5^ 1 4 2 7 3 ^^fr1-^^»Jm^S^ 



ffiiE#2 004-3011630 



#M 2 0 0 3 - 1 0 4 5 4 0 ^- v' 

[5 2] 1 4 2 7 3 ^mmt^^'it^mi>mS^mx-^^±U [5 0] t/zit [5 

1] mm(Dx^V'-^>^ijm. 

[5 3] 1 4 2 7 3 ^^mi'^mmtfzit-fr<Dmm^^^^-t^^t^^ti- 

^±15 [14] fB«<^A^'J-^>^ffi^y 
[5 4] 1 4 2 7 3 «rn^ K-t-^ DN A ^^^t-T-SDN A ^-^:#-t-^amx.-^i5' 

[5 5] (1) (I)^^;^*t;tJi&JK&mi/iti(D^^-ty^-MS®^fc(i-eo:^i: 

®mm $ tt/iiiism * fz a^mmm ^ Ktzit^m tfz\,i.^<o^^^ mi^ty^- 
fzmmmtfzit®m^m^fifz^t^mtfzu^(Dmt. ^v-feT^^^-^e®. 
] ~ [4 2] mm<Dmm-:^^. 

[5 6] (1) Q^m^fhfzmmmtfzit(i)mi^t':r^-m:^Mtfzit^(Dmt 
mmmt(om^ii.i:mt^^i>mm^ftfz4t^mtfzii^<Dm.i, ^v^-f^- 
^'^'R-^'^-m-t^mu^tz\t^(Dmmm^\zwk'^^fz'^^}L^ (2) 

^-M&M^^mir^mmtfzit^<ommmm^Kmm^tfzm^Ki5i,f;b. ® 
:miisc$ fzit^mmwi^fitz^t^mt fzit^(Dm h^mv^-f^-m: 

h±M [4 0] ~ [4 2] mm.<omm:nm. 
[5 7] (1) (mmmt.fz\±(miyy'^'fi^-m^ntfzit^(Dm.tmmm.t(D 
m^^mt^^^it^m-^fz\t^<o^^^ mv^f^^-Wi^'M.^^^-r^mm. 
'tfz\,i^<Dmimm^\z^m^^tzi^^b^ (2) ^m^iixf®mmm.tfz\t® 
m\^'^'f^~m^ntfz\t^<om.tmmw.t(r>^^^mt^^hit^^tfz\t 
^(om.^. mv^i^d^-w:^m.^^:^ir^mm.ttz\t^<omm.mm^K^m^'± 
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[4 0] ~ [4 2] fB^<^5i^:^^. 

[5 8] ffi^^jn-^: 1 tfzitm^m-^ : sr-mi:>^fi:h7<ymMmtm—i>L 

TS#:tt/hA^> ^^3g> ^^g::^^. Cushing^i. M^^^u^ ^^>m.m 

^4/^A^^ W.^m. %^U-k.ms Cushing^. '^'fn^ ^f->MM. ^MW.^)\^ 
[0 0 12] 



ttliE#2 004-3011630 
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^-i^ : 27/ 



. ^mm^. ^'jrmm. mm^mm. mmy>y)w^>y^m. ^mm. ^-9- 
y^'^Amm. ^>y)v^^>7.mm. m&mm. ±^m,. rt^s^jji^ mmwm 

E^^> mmmsik. ^'wmm.. -wmm. ^^mm. ^'^mm. m.mmm. ffmm 

. -XB&M. m^. /Mm. mmm. mmm. m^m. mm. mm 
) . *si. TS^. i> mm., wm. s^m. ^m^. ^m^. m<o^. #fi, nj 

w. m^. m. m^tm im. i^m. A-^m) . Jkm. 'M. fim. mm., m 
rm. ^mm.. mnm.m. m%. mm. ipm> s^m. ^n. m^. 

WK. 1 4 2 7 3 itTmi^^msBm^Ki^^m.Lx\^^^o 

: 1 . : 3tfz itm^m-^ : 8 xmt> ^fi^hT^y mim t 
\z.n-(DT^ymwm^^\^. iB^j#-^: i. m^m-^-: zttzitwrnm^: s 

(M. *^0. 0 1~10 0f&. ^tL<(i^^jO. 5-2 0^. 



ttSiiE# 2004-301 1630 



#M 2003-104 540 



^-v : 28/ 



[0 0 13] 

iTt. 1 4 2 7 3 LTli. a) lE^J*-^ : 1 . @a^J#-^ : 3 tfz\tW^m^- 

: 8X'mt>^n.^T< /mMn^(Ditrzii2mi^^± (utLin. 1-3010 
mm. x^utL<iii-i 0 mnm. ^ h $ t < itmm (1-5^) ) <d 
r^^miJ^^^x^fzT^ymwm. w wm^^: 1. ifi^j#-^: 3 t:^ziiSB>?ij 
8'^mit>^fL^T5,jwiwmK\-ifz\t2mi>x±. mt\^<\t. i~3o 
mmm. i L<{ii~i o>f®^j^. ^h\zn^\.<i>tmM (i-5i@) ) 
(^T^/m>6^wnLy::T^ym@E5ij. c) wmm^: u la^m-f-: 3Sfs:f±ie 

^J#-^ : 8 $ tt;5, T ^ 7 miE^J^O 1 1 fci± 2 Miy.± (Sf t L < (i. 1 ~ 
ZOmnm. j:J9ieFtL<til~l OlS^jg. $^,^10^ L<t±mi@ (1~5« 

10 0 14] 

^mmmK^^'^x 1 4 2 7 3 1*. mfBo«CTt3i^oT. :£»^n5^^ 

*>$tL^T5 yg^SS^J^-^^tl"^ 1 4 2 7 3^iiCi6tf ^ 1 4 2 7 3 {i. 

(-COOH) , h (-C00-)> K ( 

-CONH2) tfz\t:x^:^'r)\^ (-COOR) O'fprn.-e^oT ^> i: v^o 

iiT'J^7.x;i/tci3ttaRi: LTti, mk\f. ^=t)\^. n-T^nkf;!/ 

. a— :^7^;^^af<^C6-l 2"^'>'-''^*> Mx.f^. ^:^v?;w. ■7i:^^;v;& 
)Vt LTiaM $ tL^ tiV^n >f ;i/:t4r->;>{ ■^;vi^35r ^';&«fflv^ e,*t^o 



miE#2 004-3011630 
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^-z^: 29/ 



1 4 2 7 3:*^C5K^miC:*;Wi?4r'>;i/S itfzitij)l^^^i^U- Y) Sr^tL 
^hK. 1 4 2 7 3lCti, ±fBL7t®e®lC43V^T. N5K^Op< •f-:^^ 

(omm±<Dm.^& m^i^. -oh. -sh. r^y^. 

i><D. ^^\^^itmm^^^^Lfz^^^t>^:hmm&M^j:t'<o^^m&m^j:ifi>^tti 

^ o 

1 4 2 7 3 0*#:«f!li: LTti. mx.li. iS^J#-^ : 1 T-^:b$tL;2>T 5 ymifi 

^j^^f>^^ii h^^<D 1 4 2 7 3. : 3-e^t)$tL;g»T^ ymse^'Jj^^^ 

^^^-^^j^&^ff) 1 4 2 7 3> (WO 2002/6786 8-^. <2:mW.nr-i$^ 
lACCESSION XP_0 6 1 2 0 8. XP_1 2 9 2 5 2) . Ifi 
^J#-^: 8Xmit>^fi^T^ymmmi)^h^j:^^y Y^m<Dl a 2 7 3 55r^76«ffi 
v>f>tt^o @B^J#-^: 8T-^t)^;}x^T5ym@£^!j^^?>^^7:y hfi^^Ol 4 2 

7 3{±irm^^se«T'^;5>o 

[0 0 15] 

1 4 2 7 3<7)g5^^y^K (mr. m^u^^-zT'f-Ytm^-t^^^-b^h^) 

t LT(i. iietTt: 1 4 2 7 3 (OU^T ^ ^ mie^iJ^^-f'S^T'^ K'Cabtttf'fpr 
tL<;o^<0-e^oT^) J:v^;6^ -^x-tf. 1 4 2 7 3 (^gfi^^i^<^9 ^mM<0 
^I'mmtTV^^SPf^'e^o-C. 1 4 2 7 3 fc^®fl<JlC|S|M<^V^-fe:7'^-^'^fe 

^ >^mm^^1r^ 1 4 2 7 3 <DU5^y<f^ Vt \^X\t. y Ymf\^ 

^y^^xmim-m.^ (^Tfc^ (HydrophUic) IfU^) "Cib^ t^*f $^^7tB^'Sr-^ 

miE#2 004-3011630 
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^-i^: 30/ 



tf^T"^ Ktrab^o t.fz. J^TKtt (Hydrophobic) IflJ^iSr— $Btl#tr^7'^ K^> 

<7)S^T5 ym@B5?iJ<^^^^:ii'^^J< t 2 01iJiil±. 0t t< {±5 01@JIJJI±. J: •) 
L<i±l 0 01@J':i±<?>T5ymiByiJ*^t-^-^r^K5Srt'^^t Lv^o 

t<ti#^9 0%iJJ.±> itJitf^ L<(±^9 5%JliJ.JiO;tfi|^14^^-r'2»T5yMafi 
[0 0 16] 

*b<{i> i'-io^@ejK> ^t;>iz^tL<imm (i~5M) ) oT^ym^i^' 
i)c^L. tfzii^ ^<DT^ ym^m^itfzii2miik± (utL<it. 1-20 
li^at. xt)i^tL<iii-i ommm. ^hKtti-tL<imm (i~5i@) ) 

tfc. 3^|&§§<^g|5^^:/^K{iC*^;65:*;i/j^'^'>;v^ (-COOH) . 
^^->l^-h (-C00-) . T^K (-CONH2) t/vrtiJ^;^^;^ (-CO 
O R ) (^'fprttT'ib o -C ^) J; v^o :^§|BJOgi5^^7'^ K^^C ^/ 

^h\z.^ imWi(r>U^^'f'f- Klwii, ±i2Lfc 1 4 2 7 3 hWm^. N^^O 

tfliE# 2004-3011630 



Wm 2003-104540 ^- v : 31/ 

1 4 2 7 3 v(Dm.t Lxii. mtfzitm.mt<o^m^m 

o co^'&^^LTti. mK.i£. Mmm. m^.!,^. ^m. ')>m. ^^ityi^.mm. 
mm.) t<D^^ m^i:i. i^m. zfu\£:^>m. y'7)vm. 

. -^u-om. ^^^N^j^i?. M^&m. iJ'j^^m^ mm. 

[0 0 17] 

1 4 2 7 3 i7t{i-?-0:^«i, JifBLfzli Y^m%mm<ommtfzi±mMT()^h}^ 

mt-^ 1 4 2 7 3 =Sr3- V-t^DN A^^m-t^MMn^i^t:^m-t^^ tKX 
[0 0 18] 

1 4 2 7 3 i>L<lt^<DU^^-:f^ Vtfzii^<Dm.tfzii^(DT 5. V^(D^m 

j^^;vT-fe hT^ K^-f-;v#Ji&. ^"UTiJ' ';;VT5 4- (2* , 4* - 

v?^ h^->7i-;v-li Kn^e/^f-;v) yjLy^i^mm. 4- (2' , 4* - 
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^--y : 32/ 



^mi^^^^^ti)^^^^:^-^^ :^;;1/jKv^^^ KI^;6^J:v»o K 

IStLTtt^ DCC. N, N' -v'f y:/nif;v:* ;U4fv'-f 5 h\ N-J^^;l^- 

f>t3j;^f!&te'fbtc{i9-t^'fb»ljY^Jn5^J (^Jx.{f. HOBU KOOBt) tti> 
[0 0 191 

. T-t h ^ b -/n tf:^- h V ifO- b V i^®?;>i i^^J:.^ 
^<7) X ^ d tL lb <om±(DW:^m ^j: t'T!)^ tt jz, o SJSzaE 

^ ®'^l«j-2 0-5 ot:<^^ffl;6>?>®l:^^$*T,-So Sl4<k$tt7tT^ysiil# 

[0 0 2 0] 

m^^OT^ LTti. Mx.(f> Z. Boc> iJ^ -i/^ V -^^^^ 

^ V^*;i'— ;V:i-:^i/?!7;l/sK^;K 4-;>{ ^^v^>v^;^:^- 



mSE# 2004-3011630 
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^-v: 33/ 



:^v*;VsK-;K C1-Z> Br-Z. Tr-T^^;V:t^->3&;i'jK-;i'. hV7 

iJ)Vyi^^-y)V^it, r)V^)V:x.7s7-)Vit (Mx.tf. Ji-f^;!^. 

ynk?;i', "T-^^;!^, ^ — i/^^i—rf'f-n^, v^n^>^;v, v^n^^v;i/, v 

4 h n^>>>';vjcx-7-;V'> 4 h ^v^> v;vji;^7^;K 4-:^'nn 
Mb. b i; ^ ;m F ^ Mb^ ^ic j; x^m-f ^^t i)^x ^ h o 

^n->>c7>7a.7-;vtt7KmSOi!^^i£i: LTti. Bz K CI 2" 

BzU 2-^hn^>v;P, Br-Z, tJ'-v^ -r^;l/^h':;65'fflv^^jtt;i> 

o 

\i;^^-J><D^ ^r:/-)\y(D^m&tLXii. t?flx.{^. Tos. 4-^h^y 
-2, 3, 6 - h U^^;l/^>-lf^';^;l's^-;K DNP. ^:^v;l':^-4rv;>f^;V 
> Bum. Boc. Trt. Fmo c ^j: ta}^^^^hii^o 
[0 0 2 1] 

Wim-<7>:^}l'^^i^)l^m<Dmmt^^tii><DtLXti. Mx.f?> itJ^i-t^^ilTK 

, 4, 5- b V ^nn-7j^y-;K 2, 4 ->?^ h n 7 / -^l'. vT/^^;i^ 
T;i'3-;i/, v'N'^^ hn7iy-;K HONB. N- 1 Kn:^^;^^ i/^ K> N 
-11 Kn^->7^;V^ ^ h\ HOBt) tOJ^;^-^;^] ^J:ti!)m^^hfi^o 
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^-v : 34/ 



0~4 Ot:Ozajg-eff:5::b*L-5>;6^ iJ^JOfStCiJV^-C -B^Jxtf. T^V-;V. 7 

i7-;K ^:^-Tc:^y>-;K /^7^'i^y*-;K 

K. 1, 4--;^i5'>-:^-^:^-;v, 1, 2-:^9yV^^'-)Vi-£}i(D^n-^£iJ'i- 

[0 0 2 2] 

(MS®) m^mmomMtxmitLfz^^^ m^'f^vmo-NM^<Da-T^y 
nmLfz'^. ±M-^mz.iiy)ir^x(D^m&^^.^L. mm.<DmM^^in^^ 



miE# 2004-3011630 
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^-v : 35/ 



[0 0 2 3] 

1 4 2 7 3 <^^^^y^ y^:ti-e<^J^i±> KO-^^^JCta^ 

oT. ^^v^fi 1 4 2 7 3 ^mm^j^^'f'^r-'^x-mm-t^^tKXox^m.-t 

OV^i'm::ioT^>^v*o i-'fe*?*). 1 4 2 7 3 Sr«^ t#^§P^^7'^ K^> L 
i^^^om^t LTii. m^i£. mT<^a) ~e) tcfsm^ tt^ii^^i^^ii^W^ tt^ 

o 

a) M. Bodanszky ^XZJ^ U.A. 0ndetti> ^7"^ K v>-fe->;^ (Peptide Synt 
hesis), Interscience Publ ishers. New York (1966^) 

b) SchroederiJ J: Oluebke^ •^f ^y^K(The Peptide), Academic Press, Ne 
w York (1965^) 

c) Mmm^m. ^y^v^^(Dmmtmm. %mm (1975^) 

d) ^mt^m isxzrmm.m.^. ^^t^mmmm. u ^figo>fb^iv. 205. (1 
977^) 

e) ^mmmm.^. m^m^a<om^ mum 

^ v^rmmM^m-r^ ctuf^x^^o ±ifi:^^-e#f> tt^ias^^-:^^ vftm^i^f^x 

[0 0 2 4] 

1 4 2 7 3 ^3- V-r:h:¥')^^U:t^Vt LTti. ±mLfz 1 4 2 7 3 -Srr^ 
-V-r^mmmn (DNAtfctiRNA. jftL<{±DNA) ^'^:^ir^i><r>X 

mfE#2 004-3011630 
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^--J : 36/ 



*tL|fv>:d^^>5)^<^-C^oT^) iv^o ^i^U:i-^Vt LXlt. 1 4 2 7 3 

Ki- -SDN A. mRNA^ORNAt?* 0 ^ -^fc^T^ o T ^> . — 
iv^o -2^flDNA. -^mRl^AtfzHD-NA : R 

NAO^N^:/'; y KT^ J:v^o — :*:m<^it'^{i. -fe>;^m (t-^&tj-t). n-Kfi 
) -C^oT^>. r>^±>:^m. (i-^r^-t). *n-K^) T-^o-C^) J:v^o 
1 4 2 7 34:3-Ki-^,i€i;^i5'V;^^K<JrMv^T. mx-ii. ^^<Dmmm^ 

iifij rffpCRfc^<^jsfflj 15(7). i997mm<Diomttzi,^^ivi,zmcrz-jjm^ 

J:«9x 1 4 2 7 3<7>mRNAS:^4t--5«!:i:>6^-ei^o 

1 4 2 7 3 ^r3- Ki-^DNAfc LT{±. y^ADNA. ADNA^^T 
7';-. ±f5t7t^J!& -ai^fi^^OcDNA. ±fBt7t:m • aMa5|5<^c DN 

^oT^iv^o S/i. ±IBLfcm • iJtotalRNAt/ciimRNAM:^' 
^rMS!iLfc*>0^^v>Tji:^^Reverse Transcriptase Polymerase Chain Reactio 
n RT-PCRi£tB&^.-r^) J; otifililf ^ ^ ^ ^)-t:i^ 

1 4 2 7 3 «r=r- Ki"^ DN A t LTli. mx.lt^ Sfi^JH-^ I 2 
. @e^J#-^: 4t7^:t±@e^J#-f-: 9"C^t)$tL^:^*iB2^J«-^^i-;g,DNA. ^ 
y^^{iiE^J#-^ : 2. Ba^J#-f-: 4 t fctiS5^J#-f- : 9-e^:b$tt;&J^^B£^jfcyN 

1 . iB^J## : 3 t fzitmm-^ : 8 T'^t> $ tt^ T 5 y ^se^j;&^ f> ^ l 4 2 

mnm^ : 9 T'^^ $ ix:s>mmmm tmss %iik±. l < «^ 9 0 %iik±. 

i L< Ji|5j9 5%iJlJiOffira^=Sr;ft-'S:^*iB^J=S:-^Wf ^DNA^^i^^i* 

[0 0 2 5] 
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^-v: 37/ 



i^^ ^l^^a-'y— ' ■^u — :=.yir (Molecular Cloning) 2nd (J. Sambrook et 
al.. Cold Spring Harbor Lab. Press, 1989) l'fBm<^:^S5& if t::t2&oTff "9 

m^^^:^^') b'&^^fcti. m^-it, ^h') -^Aji^K^is^l 9-4 0 

mM> * L < (iltj 1 9 ~ 2 0 mM-C\ Umm'D 50-70 $ftL< Hm 6 
0-65 ro^f^-lr^i-o #43, :^ h V AjtE^js^lt, i 9 mMXUmT^^m 6 5 *C 

4 2 7 3 ^3- Ki-^DNAi: LT(±> @E^iJ#-^ : 2X0:t>^iXh^^mU^i:^ 
Jjfc D N A 3& ii'^^s'ffii/^ f> tt^ o 

SB^J#-^ : 3-^^t?;^tL^T^ym@£3^j5&^^^^'^'>;^S5^1 4 2 7 3^=t- 
^DNAtLTti, BB^j#-^ : 4 T'^*>$tL^m3liB^J:6>?>^^DNA^ if 

ie^J#^: 8-e^t)$tL^T^ymifi^Jy&^t>35?^^'7 hfi^^l 4 2 7 3^::i- 
K-r-SDNAtLTti. @a^J#-t : 9-t?^*>$tL-5*|^@eJ^J:6^t>^;g,DNA'&if 

1 4 2 7 si^~vt^DNA(Dmmw.n(7)-u. iifzimi^^Atmnm^j: 

^ K n - K-r^ D N A -gr'^^f * ^ifrfCti^ < . R N A ^> ^^^1^^xm 
[0 0 2 6] 

:$:|&igt::tJfex.{f> 1 4 2 7 3m^=?-<D^tfzii§t^^:m.mir^ t<OX^ ^ 

tLTtl 4 2 7 3«:n^K-#-^DNAOJ^^@2^J1t^t3^cr§i£tfL^ -g-^L^^ 
o Lfz:^°V mm.) It. 1 4 2 7 3itfEi^<^)RNAi:^N-r 

*^v>{il 4 2 7 3HaRNAtO:tBi:f^fflS:^LTl 4 2 7 3m.mi'<r>§m^ 



ffliE#2 004-3011630 
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^-i^: 38/ 



mm -mm-t^zt^^-^^^^ho 142 7 3mMRNA<Dm^^tit:miHzmnm 

^^it^^'r^^:h^') K{i. ^#F«3i3i O'^^^^T 1 4 2 7 3 iffS^O 

K (SfiM) <^T^ ym^®S*gLTV^^o 1 4 2 7 3itfK^=^0 5' ^^TtT^ 
^W-"/. 5' ^6-^->^-?T • ';e-h, 5' ^^^^IR^it. 'i^-V^T'^™ 

3' ^/N-V>'Kn-A'^jt^ ;feJ;CF3' ^^T t Lv^Ma^^t 
tTS^Ld'i)*^ 1 4 2 7 3jtfK^I*IO$P^^^^it^>^^ LTM^^L-?* 

O 

[0 0 2 7] 

. 2--r:^-^v-D-U^i?-;;^'£r'^;ttTV^^j}?';7='5e-^vp?i^ h\ D- 

Be^!l#M6*;^^^'i^°W-) ttzl±S^^^j:^^i:^:^ir;i>^<7)i^(0^'V'7- m 
22fc||DNA. 13^IIDNA. 23^^RNA. l:*:|^RNA. ^hiZDN 

fzimmmtvd'^^u:^^^) , ^hKii^^<D^m<ojim^fitzi><D. mx. 



ffiiiE# 2004-301 1630 
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-^-v: 39/ 



Ji-h^^) ^^o^><7), 'fJlJx.tfSS^ (^iJ'l^T— If. ^i^l^T— fe* • 

iJ^ V :^ f - K is i C/f^^H $ tL^c ^ V :^ ^ K t /v:*|g|5^:6^^#|l5 $ tLT T i < . 
[0 0 2 8] 

VMi^^tt^c^^m (RNA. DNA) -e*;&o -1^^ tL/^^m<0*#M t LT 

Lfzmmimm^mxm.0'<^iofiX^y). mx.if J. Kawakami et al.. 

tBiE#2 004-3011630 
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^-y: 40/ 



Phann Tech J^an. Vol. 8, pp.247, 1992; Vol. 8. pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 ^ 

^^h^b-h^X^^^o ^(Dm(Dmt\^X\t^ m^(^3' ^5b^v>ti5' ^ICJ^ 
m^\,ZWS,W.^fifz^'ry'fm<^^X\ JU^y^^ UT—if. RNase^ifOp? 

{zmmx^^ho 

[0 0 2 91 

:^^m<D^') ^^'i^^'^Vi^M-t^s i RNA{i^ 1 4 2 7 3«rn-K-r&R 
N A SI5 ^: ^^t->i=aiifi^ ^ R N A ^ ^^-r ^ ZlSil R N A -e^ ^ o 

s i RNAti. ^^(Oy^m Nature. 411^. 494K. 2001^) izmCX. 

1 4 2 7 34r=»-K-r^RNAO-gP=Sr'^^-r^';'i^*¥'l'-^{i. ^^<^:^^ ( 

miE#2 004-3011630 
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^-v: 41/ 



0ik TKENDS in Molecular Medicine, 7#, 221M. 200W) t^zptT^ ^^^(O 

^<omm<D—Ui: 1 4 2 7 3 =^3- Kl"^ RN A<^— Si'Smi"^ «r 
j:oTM3t-t'2>i<fc^s't'i^o 1 4 2 7 3 ^n- Kf R N AO— gpi: LTt± 

[0 0 3 0] 

V^o '^'^ADNA. -J^yADNA^-rr^V-^ ±12 t/im • ^^^5^ 

OcDNA> ±|5L7tm •SL^ftj^cDcDNA^'fr'^i;-. -^^KDNAOV^ 

• ^ii^J: »}mRNAiii:55'^flMLfc^>OSrfflv»TIi:^Reverse Transcriptase 
Polymerase Chain Reaction (iil.T^ R T- P C R-^tB§-^.i-^) izioTiiilil 

1) se^J#-t: 2. ie^j#-^: 4 tfcfiss^jn^ : 9T-^*>$tt;5:^^iB^j=Sr^ 

i-'i»DNAOg|5:»-ta^iH^iJ^;ti-'&DNA. tfcfi (2) @fi^J#-^ : 2. 

mm^: 8xmt>^fi:hT^ /mmmyii^^^^h 14273 tmrnm^mM'^mn. 
'j^j^-fx-e§*DNAfcLT{i. -eaix-t?. ie^j#-^: 1, mnm^: zttzMm 

"9$? $ L < {i^ 9 5 %J[y.±<^»fa|W|^1S^^-r'g>m^i^^J^'^Wi-^DNA3& 
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[0 0 3 11 

1 4 2 7 3 tfzii^(OU^^Zf^ K (JJIT. ^iSmz 1 4 2 7 3 tmU-t^^ 
^H)^^^) =^^^irrj- K-r^DNA<7)^n-->iJ^*0#^t LTti. 14 27 
3 (JO^^m^ie^ij^^i-^-^^D N A y ^ V- v^r P C Rfetc J: o TJiipl 
ir^ib\ ttziiMM^J:^^ ^ -i'^^^A.fzDl^ 1 4 2 7 3 0— IHJ^^v^ti 

<D:fj^ii^ ^V^:j.'7- ' ^U — =.y^ (Molecular Cloning) 2nd (J 

. Sambrook et al.. Cold Spring Harbor Lab. Press, 1989) iCfB^O:^^^ if 

[0 0 3 2] 

DNAO:^S@B5^JO^Ifeli> PCR^<&-^0^!y mTLXt^ Mu t a nTM 
-super Express Km (^Mit iW) ).> Mu t a nTM_K 
Mit ) J^^'^fflv^T^ ODA-LA PCR^fe. Gapped dupl 
ex^> Kunke 1 ifOg#^^o:)^;fe^^V/^{i'ett^lcriD-&::^^tct^fe 

i?'n->>fb$tL/cl 4 2 7 3 K-t-^DNAtigfitltc.}; ij-e-Ottx tTt 

■e^^o ^DNA{i-€-<^5' 5^«1BiJtc|iiRii$&=^ K^-tLTOATG^rWU * 
^3' :*^illtC{i|ffl|Rj^jh=' K>i: LTOTAA> TO A tfctiTAG-Sr^LT 

1 4 2 7 3<^)fia^^^iJ'-{i. -ewjx-tf^ U) 1 4 2 7 3 =1-3- K-t^DNA 
56-e>Be<Jt-r*DNA®fJt=&^>9tbU (n) ^DNAMM-^ii^^Jl&m^iJ'iJ' 
- i4j y n -=6 - - <^)T»it '6 J: «9 mat-t ^ i t § ^ o 

[0 0 3 31 

^^^-i:LT(i. :feflima^<^7^7;^^ K (^J. pBR3 2 2. pBR3 2 
5, puci2. puci3) . m^M^^<r>'^'y:^^ K pUB l l O^ 
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pTP5. pC194) . ^-SftJfey^;^^ K m. pSH19, pSH15) 

^ /^^;j.U^y( )V:^tj:t'(DW}^'y>( pAl-ll> pXTl, p 

Rc/CMV. pRc/RSV. p c DN A I /N e o t'^^^ffiv* ^tt^o 

^tLXm\^^^m^ii. SR ayn^E-:?-, SV4 07'n^-^-, LTRt' 

o 

i tv^o l:TJSM-e$>;g)J#^{i. t r pyn.:e-i5^-. 1 a c "T' 

n^-^-^ r e c AT'n^-^'-, A P l ^o^- lpp-/n^-^- 

^ i:'^^ ^s^:i6^^^'^;^;^Jlm•e^>^J#'g-^±. SPOiT'n*-^-, SP02y 

n^-^-^ p e nPT'n^-^-^t'. a±;6^«T-*'2>^'^{±> PHOSt" 
n-^-^-, PGKyn^-iJ'-, cAPT'n^-^-. ADHT'n^-^-:^ 

0yn-t-^-;^i:';65Jfi Lv^o 
[0 0 3 4] 

'i^'V A#Jjnvj5^-^;K S^^-^-:*-. S V 4 om^^ U v^^V S 
V4 0 o r i tm&^f ^3^-^56** 55:af«r-^^Lrv^-&'J>0«:ffiv^^CIt;&«t? 

LTti. m^it. i^H Kn^^^X^^ ^T. d h f r 
tm^-^-t^i^^i)^^^) stfS?- C^VM^^-fe-h (MTX) . T^ev- 

U Vj&ttit-fS^ (JilT. Amp r tlif&#1--2>i^'^>&s^-2>) . v^itttit 
-fe^ (mT. Ne o r tm^lT ^^^ij^:h:i>. G4 1 8»tt) ^^J^Wib tt;So 

#jc. cHo (dhfr-) mm.^m\^^xdi\ii xm.u=¥'^mm.^-ij-t\^x 
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, a - T^ If • v^5^^;^S^^J^ -^-/^'J ^^^^ • i^V-TJl^mntitibK ^^56? 
^■g:T-^;5>:^^{i. MFa • vi^*^;P@B^!l. SUC2 • v^^"^;l/ifi?!)^ i:\ 

i(^J:di::bT3^^$tLfcl 4 2 7 3 «r3- V-t^D'i^A^^^ir^^^^- 
[0 0 3 5] 

jcv^i; liTJlB<7)*#^at LT(*^ j:.vjci; l::r • (Escherichia coli 
) K12-DH1 i':fUi/-i^>i^X ■ • - i--y3i-)V ' TiJr^- ' :t 

' JLZ/^^^ X ' ' ' (Proc. Natl. Acad. Sci. US 

A) , 6 0^, 1 6 0 (1 9 6 8)D , JMl 0 3 i^i^^Uy^ - Ti^yX • V 
•9--^ (Nucleic Acids Research) , 9^, 309(1981)], JA221 C 
' ' ^U^j-y— ' /^^:tn>^— (Journal of Molecular Biolo 
gy) , 1 2 Om, 5 1 7(1 9 7 8)3 , HB 1 0 1 ii^^—f-JV • ri-zT - 

- • .'NM^^-nv?-, 41^. 459(1969)], C600 C>^ji;^"r'f y 
(Genetics) , 39^, 440(1954)] i'Jil^-hm^^h^'^o 
/N'^;VJ5?.mBi: LTfi^ Mx.t^^ /^^^^V^^ - X-ff-r^^X (Bacillus subtilis 
) MI 1 1 4 C>^->, 2 4#, 2 5 5 (1 9 8 3)], 2 0 7-2 1 Cv^^-"^ 
• r^-X ' /^-f ^ > V - (Journal of Biochemistry) , 9 5#, 8 7(1 
9 8 4)] 5^if:6«ffiv^f>tt;5)o 

0®i:LTlix '^Jx.t?^ ^^yfiVL-^^^T^ -fel/tfv^ (Saccharomyces cere 
visiae) AH22, AH22R-, NA87-11A, DKD-5D. 20B- 
1 2 > yi^nvW-feJ^ f^y-^ (Schizosaccharomyces ponibe) N C Y C 

1913, NCYC2036^ tf^T ^^X\'^)X (Pichia pastoris) ts:}^'h^ 

[0 0 3 6] 
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5^*<k^fl& (Spodoptera frugiperda cell ; S > Trichoplusia ni<^"t' 

llfi5^<=0MG maa. Trichoplusia ni<^5Pffi3ltOHigh Five™iBia. Mamestra b 
rassicaeS5^<^^fl^$^ciiEstigmena acreafi5^<^^J!a^ i:'75^ffl'/*^tt-5>o ^ 
;v;^^SBmNP VOJt-^ti. M*5^=^<bm (Bombyx morl N; BmN^J3&) ^ 
^ji«ffiv»ibtL.So imi^h LTfi. -e^Ox-t^. S f 9m (ATCC CRLmi) . 
S f 2 im (J^JL±. Vaughn, J.L. > • "y-T (In Vivo) .13, 213-217. 

(1977)) 

tTti. -Bajx-l^. 3(^:^m^^36«fflv^«btL^ m^h. 
(Nature) , 3 1 5#, 592(1985)] o 
i&MJia^: LT{±. Mx-ff. -«^;l/mC0 S- 7, Vero, 
Aj^iJ'-mCHO (mT^ CHOmi:B&IB) ^ d h f r itfST^X® <^ 
-X/NA;^i5^-mCH0 (WTx CHO (dhf r-) ^JJSiiB&fB) > -^^Ts 
Ltt. v':7;^AtT-20. J^n— 7^;'hGH3> tihFL 

t bHEK 2 9 3m^i:'75^fflv^'btL;|>o 
[0 0 3 7] 

Proc. Natl. Acad. Sci. USA) , 69%, 2110 (1972) ^v-> (Gene 
), 17^, 1 0 7 (1 9 8 2) ^j:i:izmm.<7)1jmi^Vt'oX^^j:^^ti)^X-^^ 

O 

)V ' -Jju:^r-^ y^:^ (Molecular & General Genetics) , 16 8^, 1 1 1 ( 
1 9 7 9)^ t^Z$zm.<D^mzm.^ Xn^j:')^t^^X-^:ho 

mm^fmm^-t^iiZit. mx.it. ^ yx • ^ > • a^^-r^^n-:^- (Meth 

ods in Enzymology) , 1 9 4^, 182-187 (1991). "/n 
^X • • • f-V3«:^;^ • T*t-*5- • ;*--7* • ■if^jnVv^X • • • 
(Proc. Natl. Acad. Sci. USA) , 7 5^. 1 9 2 9 (1 9 7 8) 



miE#2 004-3011630 



mm 2003-104540 



^-v: 46/ 



oAechnology) , 6, 47-55(1988)«riftcfBm<7):Sri£jceieoT^T35r9 C: iiT&^T^ 

o 

263-267 (199 5) (5^?Plttllfir) . nn>?- (Virology 
), 52%, 4 5 6(1 9 7 3)tcfB^<^:;^StCtJfeoT^f^dCl^:>&*'e^«5o 
CCOJ:^ ICLT, 1 4 2 7 3 =^n- Kl" <?, DN A^-^^f'&l&m'^^ iJ' -T-f^ 

. mk\i. ^)vu-p.^ r^7.Y^)y^ ^m^m.^. V3$i^:^% mmmt\^x 

^^JnLT^iv^o :^«bOpH<i^5~875^i Lv^o 
[0 0 3 81 

^M^'^tfM9^:% C^^- (Miller) , • • ol^^X^V p« 

• ^ >' • -^ek^j.^^ • v'ji.^T^-r-f .y (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 

1 9 7 23 tv^o <:i'^t''ii>Mt::J: "9 :^n>t-^-^^e(j^j: <i!i>6^-fr^/iiC) 

o 

vac li T^m<oJir^, ^mitm-^m 15-43 vxm 3-24^^ 

#3£;ft^Af-;i/XMm<^>^'^> :^§|{i5ilr^3 0-4 0t:t?^6-2 4Wm^f^J: 
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(Burkholder) CBostian, K. L. :/n v- v*>^X • 

y ♦ -9-* • ^V3-^;V • TfJT'^ - • ^J-r • •9-^a^>'v^X . ■ • 
J^- (Proc. Natl. Acad. Sci. USA) , 77^, 4505(1980 )3 -^0.5 
%iJ'^<jm^^^i-^SD^i& [Bitter, G. A. :5^X • 

- (Proc. Natl. Acad. Sci. USA) , 815^, 5330 (1984)] i}mifh 
fli>o p H(4|5j 5 ~ 8 \zm^-rh<D-h^Wt LV>o ^^^fiji-i-^-J 2 0-35 

X:-e^«j2 4--7 2^K^T;Srv^ 'jK>lllCjSD-C®^^m#«r*nx.-2.o 
[0 0 3 9] 

ace's Insect Medium (Grace, T.C.C., ^^"^^^ (Nature) . 195, 788(1962) 

:^MOpH{i^6. 2-6. 4 tCp^i-^<^7&s$if * Lv^o :^*tiil#l^ 2 7 
^3-5 Hmf^v\ 'ii^MmDTS^^$i*l^^]tJnx.;2>o 

~2 0%OJ3&3B4^lfiL?t=S:^tfMEM:^*fe C-9-^J^>';^ (Science) , 1 2 2#, 
5 0 1 (1 9 5 2)] , DMEMittfl C^^^ nn>/- (Virology) , 8^, 39 6 
(1959)], RPM I 164 0:^% • ^y" - - T^';;^> • 

^T'-r *;V' • TVvJ^-'>3 > (The Journal of the American Medical Associ 
ation) 19 9^, 5 1 9 (1 9 6 7)3, 1 9 9:^*fe C:7'n v'>^ . ^f-T • 
•vj' . y^j-xf . . /^^ ' ^'T^iTsl^ (Proceeding of 

the Society for the Biological Medicine) , 73%, 1(1950)] -^^l^it^ 

fflv^t,tL^o pH{4^6~8-t?^;2)0;&«Sf$ Lv^o ^w>tw^mz ot:~4 or 

T-I^l 5-6 O^K^T^SrV^ £^^tcjj:.CTa^^ji^=^inx.^o 
m±0 i d tr. ^HaigltJ^ttM^tr 1 4 2 7 3^ 

[0 0 4 0] 

1 4 2 7 3 ^^^JJSS^I-^trti, -fiaiAtf, TfB<^:^^^li<J: O^f 

ffiiE#2 004-3011630 
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'C^^5-^^-53§i::J: ij 1 4 2 7 3 <^ffi«lffi^«r#;S:^^^ if*^)i:i:Mv>ibtLSo ^ 
tcmm^^mirT^>^;x;&ifoseM^145SiJ^. h';>^X-l 0 oT 

^<^J:^lCtT#«btLfz:^«Jiti. ^^yf^imWi^^i^-^tfi^ 1 4 2 7 3«7) 

jm^^m^^j: ^<r>^t Lx^=f'mi<om^mm-t^ijm. -< ^ y^m^^^-^ y ^ 

[0 0 4 1] 

bT#t>i^^ 1 4 2 7 3i!)mmi^X^ii>tifzm^iat. ^i^^^(o^m^ 
UT^^f^ 1 4 2 7 3 0mJi. ^^LfcU:^> Yh<Dm>^m^iai.Xf 
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[0 0 4 2] 

1 4 2 7 3 tc^-r'?>*n;#:{i. 1 4 2 7 3 =&^.^L#^tn:^-e^)tt}^, .i^'^J n 

1 4 2 7 3 1 4 2 7 3 ^1^.t LTfflv^ g#:5r^<^t/i;#:t 
[0 0 4 3] 

(a) ^u-i-)vmi^m^mm.(oj^m 

1 4 2 7 3 ii> m^mmKMLx^^Kx y)mi^m^'^^m^j:um^'tft^i^ 

<J:v>o l^#ti®'^2~6jllitcill-f"0, tt-2~l 0 Iil®JSfi^jS:t>tL^o ffiv^"^ 

o 

i^^^^- (Nature) . 2 5 6^!^^ 4 9 5M (1 9 7 5^) D t::t^v^||M 

-r^^hi)^-^^:ho m^mntLxkt. mk.\t. ^^)jl^u>^v=1'-)i^ (p 

o 

-wmmmmtLxit. mx.if. ns-i. psui. sP2/o*fc';6^#if'c> 
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m^#fi®«ici:<^*f* uv^jfc^tii : 1-2 0 : immx-$>*). PEG m 

tL<it. PEGiooo~PEG600o) ^^lo-so %^jg<^igjg-e^ip 

^2 0-4 or. 0^ L<(i^tJ3 0-3 7"CT'^tl - 1 O^m^ 
[0 0 4 4] 

^v*o -B^x-t?. 1-2 0%. 0f L< {il 0-2 0%<^^Ji&i.BJfiLYt^-^tpRPM 
1 1 6 4 0:^«b. 1-10 %(DW^!km^^tfG I (^D^^^XH ( 

m ) tfzii^^^rv v-^i^^mmmmmm (sfm-i o i. B:^mm m 
) ) tj:t':^m^^^^t7!)^x-^:ho mm^mii. ^§#2 0-4 or. BtL<i±m 
s7Vx-:ii>&o ^mmmit. m'^sB-smm. L<{±iiirHi-2iir^-e^ 

[0 0 4 5] 

(b) ^U'-i-)v^i^<omm 



miE# 2004-3011630 



#M 2003-104540 



^-v^: 51/ 



m%m}ik. deae) ^x^mMm^. m^'L^m. f 

[0 0 4 6] 

Csjf i; n - ;v*n;#:<7)fp^3 

fzifi^X'^^-t^^hifi'^^ho m7L\t. S^miM (1 4 2 7 SgtiFO t^^r') 

?L»t;ic:fe^=^^T^v\ m^^mmii'h 14273 ir*r-r*tn:#'^^«^tr^fl5tL 

m%W}m^f^m-t^fztb izm^> h M-^n^m t^^vr -m^mt (om^a^ 

TvNT'x^llc^U ^0. 1-2 0. $f$b<tiJ^l~5<^tI'^-e:*7';v$-ii: 
#t±. 2-631^1^11111*0, ti-^3~l OIlI®S^f5&9«nfc56*-ei^o 
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^ o 

[0 0 4 7] 

1 4 2 7 3 tiTS#:. SiJismm. i^mmm.^j: t'x-m^m.Lxis . 1427 

3<DV:ff>h*<7)l^i±mJin^X^^o mWmtLXii. yi-U^^m (oleic 

acid). >'^•;^^ b >m (Palmitoleic acid. 
Jl^M. (linoleic acid). 7-U-^l/>^(y-linoleni 
c a c i d) . T^^ (arachidonic acid). Kn-^* 

y^^^juy^ (docosahexaenoic acid, DHA) 
v^f>tt. ^:^^Xi>^^)i^< h >m. (Palmitoleic acid. 
— (linoleic acid).y— U>M (y — 1 i n o 1 e n 
i c acid) ^ Wiift bv>o 

«&oT. 1 4 2 7 3 ^3- Ki-^DNA (JSIT. :*:|l?g<7)DNA i:lilg-lBi-^J# 
^7&-'^^) . 1 4 2 7 3 KM-t^m^i^ (J^T. :2^l&H>g(^^#:tiiI&tfi-r^J#'^;{>-'^ 
^) . :^§km<ODl^AKM-t^r>^'t>:^DNA (J^T. :^^^C0T>^-b> 
;^DNAi:B&fB-t-'5)J^'^^^ab^) ti. JlJiLT<7>ffl^S:^^LTV>^o 
[0 0 4 8] 

( 1 ) 1 4 2 7 3 <7)atg^^tcMmf • mmm 

mK.it. ^#F«3lci5V^-Cl 4 2 7 3 7bm^J^LX\^>^fzibi,z. ^)ify YXi:>hm 
mWL<^&m^mi)m^X^rj:\,^ (142 730^^^) m^ji^V^^&J^^tC. a) 
1 4 2 7 3 iSr^m#tCig#L 1 4 2 7 3 <^a:«'ffi5'5 tTt 0 . b) (-f ) 1 4 2 7 
3 ^n- ^DNA$:^m^lc^-^L§|31^-(i'i>C:i:frc j:oT. ^-&v^{i (n 
) ^tt^t^^mici 4 2 7 3 «r3- '5)DNA^^fALI&^$^i•7t^^^^. ^ 
iBI!a=^^M#t^^mi-*ii::5:iftcJ:oT. ,m^<^#P«9t3:felt^ 1 4 2 7 3 <^a 

1 4 2 7 3 $ /c{i:$:||BjODN AJi. Mx.{^. igim^. 
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T^tt/hA^> m^^. fcm^±m. Gushing^. iS^n^ i^f^:^jflL^. 
'f^fflJi^f^ffli::^o'v>TMmm. mmm^^. ^h-zy:^. T->K-i^x, 

m^^mm. mwimwm. mmmmmM. i^ji&jfli^. n.mimm. mmm. rm 
Gushing^. i^':fu^^^>m.m.. ^mw.^-n^'^^^^^^W'&m^) > 

mmm.tfz\,t 1 4 2 7 3 ^±Mmmt L,xm.mir^^'k\i: ^^m^m^m^x 
-If. :^^m<7>DNA^±mmmtLxmm'r^m^it. 2^5&?g<^DNA«r# 

m^'^':>xmMirh^}iifix%ho s^n^goDNAfi. -^(Dttx^ $)^\^mm 

7^ - T- ;nc J: o TiS-^tr § ^ o 

a) 1 4 2 7 Stfziib) :^^m(ODNAi±. '^^^^ DTH^C^riS b 

mmm^j: t'o^mm\<or<^xwmnmKimx^ a) 1 4 2 7 3 

^5c^J^ f^^M^j:iftt^K-mim»bhfitzuMmmi^m-^ 
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[0 0 4 9] 

fi^ai+ffi7K<^ i d i> ;V'4'<7)?S14t;K. -^mm. 5^ i 9 ^^^^ 

=3-;^) ^ ^ ^tt^MfSft^J im. ^'') V;V^- h 8 0 TM^ HC 0- 5 0 
) 55?ift#MLT^> iv^o ^tt?fi[fcLrt±. rfv^ft, ^56^fflv^ 

[0 0 5 0] 

t/i. ±iBis^{±. mk.\,t. mmn m^\t. 'jy'm.mwmwL. mkfy')^? 

mm iM^it. yyY. -i^-^-c^?, "^v. -f^^ 
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) H:feV^Tti. — BtCO^^O. 1 ~1 0 Omg. L<fi^^Jl. 0-5 Dm 
Tti. -Biro^^O. 0 1-3 Omg^Jg. t< til^O. 1-2 Omg^ 

^xi^^ho i&(Dm^<7>m^i>. #m6 o k gmfzy)\,zmnLrzM^^^-t;h:it 
mmii$>:h^K mai^^(Dm^. -^mizmx-ii, rn^mB.^ a^me ok gt 

LX) l3:fev>T{±. -BK-D^mO. 1-1 0 Omg. \^ < ii^ 1 . 0-5 

omg. x^tff-tLKitmi. 0-2 omgx^^ho ^mnmiz^^-r^b^^it 

. ^(7)i m^^Aim-^M^. Mm.m.^s mvt. 1^■^yJ^■^J:t^zx<>xi,^tJ:;^ 

iS\^^Xit, —BiZ-D^mo. 0 1-3 Omgmm. iii-tL<itmO. 1-2 Om 

gmm. x^tii-tLKimo. 1-1 omgmmt:Bm^mzxy)i^^i-;h<oi!i^ 
^u^x^:ho m<7)mm<7)m^i>. #m6 0 k gmtz^iz^^m^fzm^^-^-t^ 

[0 0 5 1] 

(2) m^^mmm 

i^ytfziim%W}m m^ii. yyy. -7^::^, ^"^^^ tyi^. 
<>v, -»f;V55:if) Ki$if^l 4 2 7 3 tfzit^<DU^^'f'^V'k::J 

mkif. mD-NAtfzltmRNAmm. S^^^Mab-S v^tiH^^T^, ^ 
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y^:^ (Genomics) , Msm, 874~879M (1 98 9^) . 

(Proceedings of the National Academy of Sciences of the United 
States of America) , ^86^, 2766-2770^(1989^^)) J&iT 

mk\t. J — r >^N-r y^^-l^ a >tc J; 19 l 4 2 7 3 <7)|§^ig:T/6^^;^m 

^Kfz%^\±^ mk.\t^ 1 4 2 7 3o^tg^^tcM«-r^5^,a. m\z.^mM. » 

tg®T#. TS#tt/hA^> ^^g;;^^. Gushing^. iSiT^n^^^^ 

J^lL^^ trLfiM'i^;i/-t>^it^33'jef^M^S^) . 0 mk.\t. . ffilt^^lt 

flfzm^it. mx.i:£. 1 4 2 7 3<^)j§i!|^SlCfeSi-^5^m. #^311^^. »ll 
©T^^ TS#:tt/hA^> ^mm. $fc^g:^^. Gushing^, ^':fUy^^>sSB. 

. mmmw. mimm. -oxv^ru?}^^-^ mmm^. mmmm. mi^mm 

[0 0 5 2] 

(3) 1 4 2 7 3(D^m&^m'ih^'^^^t^t:^mir^mm 
2^ll^<^DNA(i. y'n-ytLxm^^^^tKX^. 1 4 2 7 3 C0|&^4 
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: 57/ 



^> c) mm^hM^mi^fzmmi>L<imm. tfzii (io j^^mmii^^kz^t 

tt^ 1 4 2 7 3(7)mRNA*=^ilJ^1-^Cl tl3i>5,, 1 4 2 7 3 <7)^m&^^it 
[0 0 5 3] 

1 4 2 7 3 0mRNA»OS!J^{±:i:#:fi«Jir{±mTOJ:-5 irLT^f^do 
■9-^, -^v. -f:??. J: «9 ^#:6Ulc(i§lB:^7 > 

%hf\^fzmmz.^'tf\^^ 1 4 2 7 30mRNA«. -BRIx-f^. ^M%<r>:)5mKi: \) 
^fla^^d^fbrnRNA^ttmL. -^Jx-tf. TaqMan P C R ^ fc*<7)^?*^fflv^ 

(ii) 1 4 2 7 3 ^5&2gi-;i>^«^^#:^±IBO:^^tctiev^f^iSL. ^5^©^ 
m^lC-^ttL^ 1 4 2 7 3<7)mRNA=£:|W|;^tcLT^». «|^»fi- ^ i ^ :«i^r' ^ ^ 

o 

10 0 5 4] 

1 4 2 7 3 (D^-mA^mt^^^it-^^(D7.^^) --Vi^'ti. 

(i) ^'n^^^^\imBs^r)vt^y^Ym\M^\zn\^x^ mn^^^^^^^mm 

X h V7.:&^'^-^x.^-^B#^H«f (3 0^t&~2 4H#F^-ir^ $jFt b< {±3 0^9-^ 
~12^F^Bir. J:>)«^t b<til^^m-6B#F^Bir) ^i) L < ti-^^^^ ( 3 0 
^^~3Bf^^ $ftL<{il^F^m~2Sm> J; L<t±mFBm~2 4Nf 

f^-5e^r^^f^ ( 3 0 3 H^^ «f 1 1 < ti 1 ^F^m~ 2 Hm> <t «9 ^ 
t<til^l^^~2 4NFlSm) . «tC-^tttS 1 4 2 7 3 0mRNAiS:^fl: 
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^-v : 58/ 



2 Sm-S Bf^) ^ m^^S^m^t'-^ttL^ 1 4 2 7 3 0mRNA»^^». 
[0 0 5 5] 

2 7 3<^|&3^»S:iiJp;^-^^C:i:tcJ: 0. 1 4 2 7 3 ^^^-^ ^S^JJ^fOmS^ (^^I 

^mi*lMeg<^'; >'^'fb. c - f o s (Om^it. p H<D®;T^ir=Sr^5i-r'5)?Ste 

tJ. (n) 1 4 2 7 3 <^l&3g«*M/|.-$-li:* i t J: >) , g[»f!J^fStt«:^P 
^-fr-S^b-^t^-t^^^o 

^^mtJ^:^;&^W?>tL, itLt>'fb^J^I±ifm=&'fb^tft?^oT*>J;v^t> <2r^ 
<^<b'^tf'e*o"r^> iv^o 

±fB;^i^ V - ->^:^^-e#<b*t;g, 14273 oi§m*=&iiSP$-^'i)'fb'^t>{i 

.14 2 7 3<5Datg:^^lcMmi-'2,^mx -B^Jx-tf. Hm^. »3iftgl^#^ ^ 

tt/hA^. m^M. Gushing^. M^'u v ^ ^>m.m. 

1 4 2 7 3<7)^m&^m^^^^^'{\:^mit. 1 4 2 7 3 <^^3^il#lCjgH-r^ 

i^M. m^it. mmm. mmmmm. ^h-v^^. T'>k-v;^. m^m^mm 

ai8E#2 004-3011630 
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[0 0 5 6] 

^m. ij-:f'^)m-^j:}^\zmQ-rh:iti)^x^hmm\hLxit. mx.(^. -t-^ 
m=ft%f*^? if «r^«st fz\-mm^^h }^(o^^'n(r>w^\mMvim.'z>xmj-th ^ 



aJiE#2 004-3011630 



#M 2003-104540 
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r3-;v) . W-(^>iiWmmikM :^^°VV;l'^-h8 0TM^ HCO-5 0 
[0 0 5 7] 

tfz^ iiBg^fi. mx.if. mmm m^i^. ^)>mM.mmm. is^m-^vv^ 

mm mx-i^. yyV. ^^y:^. 'y'^^. y^yi^. -i^v, 

1 4 2 7 3 <D^m.M^mi3U^'^:h^t^mttili^<Dm<Dm-^^ii. ^^M^. 

1 0 Omg^ W-tL<itmi. 0~5 0mg> i L < ti^ 1 . 0~2 0m 

mBMB.^ (i^M6 Ok gtLX) Icisv^Tti. — Htlog^O. 01~30m 
gm^. it!-t L < Itm 0 . 1-2 Omg^JK, J: L<{±^0. l~10m 

gmm'iBm'&.m'ii*)i^-^i-^<omjU'^x^^o m<Dm^<om'^i>^ #m6 
0 k gmfzy)izmm-Lfzmi^u-^'t^^tt^x^:ho 

[0 0 5 8] 

(4) i 4 2 7 SKnir:hv:ffyv<D^m^^^tmmiim 
^^^mommt. 14273 ^k^m^^^mM-t^ - ti)^x^:h<DX\ ^^m^^ 

O 1 4 2 7 3<^a*> K-f 

ffitE#2 004-3011630 
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^~>^ : 61/ 



(i) :$^mm<o^i^t. ^^mmix/^mit^tttzi 4 2 7 3 ti:n'km\,zm& 

m^i^iZ^^Lfzi^m^t^ftfz 1 4 2 7 3 (Om^trM^-t^ ^ t ^mWit 
•thW^m.^<0 1 4 2 7 3 (D^mk. is J: t>' ' 

[0 0 5 9] 

±fB (ii) <D^MmZ:^^^Xli. —:fj<Dtfi-W-^n 4 2 7 3 <DNm^^WM.i- ^ 

^4^x-. m-:)j<omm^i 4 2 7 3(Dc^^mz]^B-t^ifmx^^::ti!)mt tv^ 

o 

tfz. 1 4 2 7 3 ll^1->E>^y ^n--f ;l/|it#:=^^v^-C 1 4 2 7 3<^^»^^f 

mzii. 1^i^^^(D^(D^my^^Xi>X<. tfz. *tL#^^<OF(a b')2. F 
ab'> ^)Sv^{iF a bM:^*MVi-C*> <tv>o 

*^w<7)iit#:^ffiv^^ 1 4 2 7 3(7)Mmmt. mzmm.^fi^^^i>(DXit 

'^<> WJ^?^'4'0^« (mx.i:£. 1 4 2 7 3») tcM^DLTttiL^^^ tSiE^ L 

< imi^-i^mM^i^<Dm^it^^tfzimmm^mzx ^i^m ctt^rgE^ 
M<DW^^^tfmmwi^m\^^xj^mLfzmmmmx ^ nm-t ^mmmx^fii^, 

v^-ftt<^aiJ5^'^$-ffiv^T^> iv^o 'e^iJx.f?. ^f^^np? tt-^i*. -fAy^ h 

[0 0 6 OJ 

kit. [12 5 I), C13 1I], C3h] . [1 4c] =feif;6^ffiv>t,tL^, 
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'i^* U :^ W > > U T U ;v T ^ h\ V V -=1 ^^O-^^Jig. * 

^^^^ (2>^c^jE0 /co*,. y^mm^±.<r>wMn<om'\^^m^-r^^i^^^^^ 

W^^<^ 1 4 2 7 3 i^r^lif ^ t ifiX ^ « 1 t 2 -^R/^c-tiitOM 

^irffoT^. ^fc. IlII^lCiff^JoT^ iv^tNpPB^^-f "bLT^ffeoT^) iv^o 

2mm\>x±.<r>m^(Dm,^m^M\'^xi> i^^^^o 

[0 0 6 1] 

> y f-^ic i ^ 1 4 2 7 3 OSiJ^?*t^i3V*T{i. 1 t 2 

^M:4Cfflv^ic>tL>5>2f:^^<^*y ^ n-«:J-;i'^#:i±^ 1 4 2 7 3 <Dm^ir:hU^ 

x^^h^hmmt. m^^t. 2:kB.^^xm^^hKhmfi3K 1 4 2 7 3<7)c^si5^ 

o 

2004-3011630 
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[0 0 6 2] 

, ^^mzmn^(r>mfB(Dimw)WM.-^iiakx 1 4 2 7 3osij^m=^^iii-:h,{^ 

(^3 IK) m^m^. m^Q2^mj) . riUethods in ENZYMOLOGYJ 
Vol. 70 (Immunochemical Techniques (Part A))^ Vol- 73 (Immunochemica 

1 Techniques (Part B))^ Vol. 74 (Immunochemical Techniques (Part 0) 

N Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 

))^ Vol. 92(Immunochanical Techniques (Part E : Monoclonal Antibodi 



mSE#2 004-30116 
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^-i^: 64/ 



es and General Immunoassay Methods)), Vol. 121(Immunochanical Tech 

niques(Part I : Hj^ridoma Technology and Monoclonal Antibodies)) (Jii^-t, 

&s±(Dx^iiZLx. :^^m<oiffi,i^^m^^^^tKx^x. 1 4 2 7 3 ^mm^ 

[0 0 6 3] 

:^^m<D^i^^]^^^X 1 4 2 7 3 <OitJg$:^»-r ^ >n i: t" J: o T> 
1 4 2 7 S<Dmt(Dm.^J^-i()^^ii}i^fifz^^. n^i£. 1 4 2 7 3 <^)^tg^^l^P 

m-r^^m. -wix-jf. mmm. mmmm^. ^j^b-vx, T'>k-'>;^> j^-^^pi 

Gushing^, lSi"/n ^ ^ ^ >JflLj£. > 

J3&i^#tt. M^ii, >^ Mx';^^ificm,mLTv^^prtitt*^ 

t/z. 1 4 2 7 3<Dmm<omM'^mm^fifz^^\,zit. mk.it. 142730 
jgi^^mt^^Hf s^m, mk.if. m^m. mmtmrn. ^h-v;^. t->k- 

m. :5fe^E:^^^ Gushing^> -^-fuy^^yskm. mim^>}^'B>:P^m'k^U 

mmm . m mk.it. :kmm) . ^^^mwm. mmmm. mimm. ^ >^ 
vyru)^^-. mmmn. m^mm. m^MMM. :^hu::^^j:ifKmB.Lx\^^ 

[0 0 6 4] 

(5) 1 4 2 7 3 ic^i-^T=i'-x ^<^);^^^';--:^^::^^ 
mwjMy^^ 1 4 2 7 3 iz.m^-t^ vi i: Hi oT. m^nc a 2 +mB(7>±^^^M. 
hfi^^tib^h. 1 4 2 7 3iiZ(Dmmnz^^i-)i^^fi^tLxi 42731*^ 
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i-^t>-t>. mmit^^i 1 4 2 7 3 ^^^-r-smtc^M^-ti^^cJ^ 

^tCiJlt^^ 1 4 2 7 3 ir-ffLfzmnmC a 2 +jiJg_h#?Sli=&«fl^1-;g, i ^ 
S^t-r^ 1 4 2 7 3 t'^t1->i.T=f-;^ hO;^^:^^^Ji^-r^o 

ACAP (^aj, PACAP27, PACAP38) , ^')Vfin'y, 
T KVy p( voLtJ yvh;^^f^>, GHRH, CRF. AC 
TH, GRP. PTH. VIP i^'ivr^'r^zr ^ >x>^-r ^ ^^^V r>K 

y'7v^^->'. CORP C:^;!/^ h->v-> V y K^y^^ K) 

. rr^i/Z^. TYVi-')>^ y^:*>f :^;^-/n--7t5 V- (-CT. XL- 8, 
GROa, GRO/S, GRO7, NAP-2, ENA-78, GCP-2, PF 
4, IP-10,Mig, PB S F/SDF- 1 ^ifOCXC^*:^;-f ^-if-^^y 
V- ; MCAF/MCP- 1, MCP-2, MCP-3, MCP-4, eo 
tax in, RANTES. MIP-la.MIP-l^S, HCC-1, MIP 
-3a/'LARC.MIP-3)8//ELC, 1-309, TARC, MIPF- 
1, MI PF-2/'e o t a X i n- 2, MDC, D C -C K 1 /P A R C, S 
hC-^Jit<DCC^'^iJ^ ^y^-:fy T ^ lymphotact i nii:t<DC 

^^iJ^i^^yyT^"")- ; f r a c t a 1 k i n e ^fc'OCX 3 C^^55;-r > 

n7=->v>. TRH. ^'^y-^VTT-(y^^^)^-f^^Y\ ify — >^ V V^i^X 
•7Tf-i^>i^ (LPA) . y^^-f 1 -1; o^flfetc, -B^J^t^, H 

Ytfz\tm%nm {mK.\t^ -^e^;^. ^^yh. '^v. li^t^. •^-^V'^sr^) 

mi^Wffi^. m:^*±rt=^^'^ 1 4 2 7 3 tl^inL. mflJ^Stt^if^M^ 
[0 0 6 5] 

tiiiE# 2004-3011630 
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1 4 2 7 3 ^if\-r:hmmi^c a 2 +mm±.^fsmt:^ir^i\:^mttii±^ 

(Dm. ^ ^^-t ^ -^^x-;h ^ o 

(1) nmit^mt: 1 4 2 7 3 *#Jt'r'S»i3^fti!$-t-fzJ#^ici3tt^M)jai^ 

C a 2 +zSJg_t#fStt*illJ^1-;5^t ^#^^1-^ 1 4 2 7 3 tc^f T 

(2) i^g^'fk-a-i^?: 1 4 2 7 3DNA5r#^i-^5^^^m#*:^«1-^<^i:t::i 
o-Cmm±lC|§^Lf' 1 4 2 7 3 lC^M$-^/::J#'^t':fe^t'2) 1 4 2 7 3 ^r^ft-f 
^«rtC a 2+^^j^±#fg14^aij^^^C:^^j^ijtt-r^ 1 4 2 7 3icMi-;i> 

^M^t^m^l 4 2 7 3ic^'g-t;&C:fc=£:li^,Lfcf^li, ifBcD^i^'Sr 

[0 0 6 61 

2js:i&9g<^)T3*-;^ h^^:^?sici5v>r. 14273 ^^m-t^mm^m^^^^ 

1 4 2 7 3 ^^:^-r^mm.(DmM5^t trti. «=^m#Lfcm. <Zr^(^:^i* 

Potter-ElvehjemM'i^-=ev't-^"r--'eiiJ!&^Sr#LTt-t:^^^ 7-'; V^-fV^y^ 
— ^.-KV hn> (KinematicattiSl) Hi^B^^. Mig^^feli J: -yv^y^-f 

'l:^:^J^rJ;^^®:^^^3fe^:LTMv>e»ttSo Mx.{^. mmmm:'^^ (5 0 o~ 
3 0 0 0 rpm) T-MNFf^ ^1-10^) ^^C^U ±vt* ^ ICI^^S ( 

15000~30000rpm) X^^Z 0 2 ^F^jt'i:> L. #^tL-5>ztj^* 

mm^>^-t^o w>Mm5^^\z.\u i&mt/i 1 4 2 7 3 iimaj^ov ^itic^m 



ffiiE#2 004-3011630 
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[0 0 6 7] 

1 4 2 7 3 ^'^^•f-^mm,^'t<Dmm.mm^^<r> 14273 osti. immm 

Tti? 1 0 3~l 0 8^T-e*^<7)Wt t<. 1 0 5-1 0 7:^^i-e^^<^>6««f 

:^llig<7)Trr^>^ h^^:^a^r^ife-r^;^:i6l3{i, 1 4 2 7 3 ^^f^mi^ 
*#a<>tw(i, $-f^ 1 4 2 7 3 Sr-^^-r^^m=S:'^;l'^'i7i;vy 

■^^m(OT^=-7. 14273 ^^^i-'&m^Ttfi-eoiffl 

ClOid t::tTS^^$tL^ 1 4 2 7 3JcM-t-;5>T=*'^;^ 1 4 2 7 3 tr^ 

MM^. Gushing^. ^"/D 9^-^>jflL^, ^fiM*;v-=e>^ii'g- 

[0 0 6 8] 

(6) \A2i ^h^)isyvh<r>^'^>^-^mY.^^M'c-^m {r-^=-7.\. r> 
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1 4 2 7 3 im\^^:hi>\ trzimmK.m<D 1427 s^^^irmmu mmm 

mm.t 1 4 2 7 3 t<^^'^i4^^'fk^-^;g>>fb^t/ (^jx.{f. ^-/^ H-. g^K. 

COXo ^J^'it^miZii, (>f ) 1 4 2 7 3 '&i^LTaWlJSi:^ttSr^i-;S'fb'g- 
(v^*>*9)'6. 1 4 2 7 3 ic^f^rrr-;^ h) , (n) 

(v^t^i^)-?). 1 4 2 7 3 tc^tl-^T^iJ' b) , (/n) 
1 4 2 7 3 t<om^:fji:m^-r^it^. ^-5>v>{± (-) imiJh 1 4 2 7 3 t 

■r^j:t>ib. i^^Mii. (i) 1 4 2 7 3 ummt^mm^^fzm'^t m) 

1 4 2 7 3 tJigMm*3«tt>*^'fb'^t?i:^^^$-^/^:#-^t<^)Jl:iS^^^T^9^^ 
=S:#mi:'t'i>Jiil^mi: 1 4 2 7 3 t<0m^im'lt^'^^'lt^mtfzii^<O^(D 

:^mm:^^')-=-'y'^^-f5m\zid\^^x\,t^ (i) t (ii) (^Jt-g-iiisit-i). 

xtf. 1 4 2 7 3 \zn-fhmW3m<r>^^^m. «$!l^f&tt^^'=^il!l^LT, Jt^ 
iai*lCa2+^^, mi^IcAMP^^. mi*IcGMP^^. ^^'^y~)V^) 

mmnm&wo^) ymit. c-f o s<^^sMt;^ p 

[0 0 6 9] 

a) mmx^fzmim.^. 142 7 3t'^li!fe$-i^:f^^'^^. ^ltLfcJI|gJ5?m^J: 
xmmt'^m^ 14273 tC^M:?-^7tJ^'^ir;fett'l>> mL/::|gJ336imo 1 4 2 
7 3ir^«j"t^M'^»=SrM^L^ JttSc-t^«r ^:=S:#mi:-r;2,aJU^m^: 1 4 2 7 3 i: 
<r>m'k'^^'mt^^Mt^m-tfz\t^<r>^<r>y^i7 ^) ^^m. 

b) ^mtTtJIg^mSr. 1 4 2 7 3 Sr-^^-T^mt 7tti^«BJ!&<^m®^tC^ 

tiiiiE# 2004-3011630 
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c) msLi^tzmmm-^. •^^mo-D-inh^^^^-thmnmrn^^^^t^^t 
Ki.'Dxmmm^K^m^fz 14273 i.zw^^'^fz^^t. i^mLtzmjom^ 

mm±l-l&mL;t: 1 4 2 7 3 \zim^^^fz^^\z^n^^ mMLfzimm(o 1 

4 2 7 Slc^t-r^^-g^^MJeU. *ii:^#mi:-r^JitJKmi: 14 2 7 

3 1 <om^^mt'^'^^it^m'^fz\t^(Di^(07. ^ v 

[0 0 7 0] 

d) 1 4 2 7 3 ^iStt'fbi-'i.^b^tl (I?IJ£{^. mmm^J:ii^) =S: 1 4 2 7 3 

mt^mmizmm^ttz^^t. 14273 =s:fsmb-r^'fb'a-tr:fcit>'f^<i:'^ 

1 4 2 7 3 =&'g-Wi-;S>^jmt'^tfe$^^yi:^'^twfelt^. 1 4 2 7 3 =S:^Lfc 

it^-r^^t^mwLt-r^v:^^> 1 4 2 7 3 

e) 1 4 2 7 3 ^f&^<b-r^<b^% (f«Jx.{?. mmm^}^) ^St^JcI^^^DDNA 
=^'^^i-^5^K^m#=^^«i"'&*^i:t^.J;^'Cmm±i::|§mb7t 1 4 2 7 3 tc 
^M^-^/c^-^h. 1 4 2 7 3 *tgmb1-^'fb^t?i3J:t;^'^m^b^t»=l:*l&0^<^ 

D N A ^^m-r^^mmm^^^mt^ ^itKn^ xmmm±iiz^m vtz 1 4 2 
7 sK^m^'^fzw^^iiz^if^. u^'fi^-^i^ft^hmmMmmn.^m^L. it 
u-f^^t^mwit-r^mwiMt 1 4 2 7 3 t(D^^^imt^-t:h^t^mtfz 

^hiz^ u -^y vt Lxii. m^mizitk.x. mmmt 14273 to^^^ 
imt^'^^'it^'^tfzit^(Dm.'&m\^^^^tiiX^^o ^<Dmjt^m.t 1427 

m^m^^x. ^kmt^:^mM<D7.^~-::^>^:}jm^mm-r^^t\,zX'=>xn^^ 
tib^x^^o &.r<o:^^v-:=->y:^miz^\^^xit. mfi^mt 14273 t<D^ 
^n.^m\:^'^^i\:^mtfzit^<D^^^tbx. mzm^mtrnm-t^o 
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10 0 7 11 

t-f. :^^§g<7)Xi?i;-^>^:^^icfflv^^ 14273 tLxu. ±iaL/i 1 

4 2 7 3 ^^mi^i>i>(r>X-:ki^H£ip^iX<Dii><DX-^'oXi>X\f^i}K 1 4 2 7 3 =Sr'^ 

mx.#^fflv^T:fe»%3^$-iirfcli hfi^Ol 4 2 7 3 ^ i:'75^'iS LTV^^o 
[0 0 7 2] 

1 4 2 7 3 «:®3ti-'5>tw{i, ±.Sa<^:^^7&«Mv^ 'c>tL-S>&^ :$:|&^<^)DN A =Srlffi 
ILIffll^^Sm^Jja-eiiim-r c: J: «) ff ^ d c: i: $ t v^o B 6<J "t^lie 

mm^fl^i><OXit^j:y^^o mkiit, il<E^-©fM-^^^DNA^mv^-C^>J:v^o 1 
4 2 7 3=S:3-K-r^DNA®fJt*^iiil)«^mic^AU -ettt, =Sr^^<l: <|| 
3S^-^*7ti6lC{i, ^DNAifM-=SrB*Sr^±i:i-'2»'^*^Ai=''^^^^^l^M-r'2> 

(nuclear polyhedrosis virus ; N P V) O i; ^ K i; > 
n^-^-^ S V4 0fi5^<^)7'n^-:^-^ U )V7.<D'f^^-^—y ;^ 

o -e^flx-Jf. CNambi, P. -^^ - - • ^ui^-^ )V - ^ ^ 

Q. Biol. Chem.) ,267^, 19555 -19559H. 1992^] icfBi&O^^^lctJfe 

t7^::6-"or. 2^l&^<7);^i^ 1; -^:/^'-:;^i*lci3V^-C. 1 4 2 7 3 ^r-^^i"^ ^) 
<^)i: LT{±, 'etLg#<&^0:^^tctg£oT»$!it7t 1 4273-e*or^>J:v*L 
. 1 4 2 7 3 ^-^^ti-^m^fflv^T^) i <. t/cl 4 2 7 3 ^-^^tl-^^IBJi&c^ 

[0 0 7 3] 

2[5:|§5go;^^";-^^i^:i^&tci3v^T. 1427 3 ^r-^^l-^iiJia^fflv^'?):^ 
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1 4 2 7 3 ^^m-r^mmt Lxit. 14273 ^§tm,Lfzm±mm,^^^oi!)^ 

m:6^#<-^**t^®^<7>'^i:*v>^o ^J!&<7>?!fe#:^^t UT{±. Potter-Elvehj 

(Kinematicaa:ii) CO J: ^^^tc J; 7 VX^ ifCinE 

L55j>55f>m=£:^v^y X;v;6^ibiftffi C ic J: i^ib^mf^f^^ o ^ 

J3aM<^^® t:: :$9-M3t'i:^^^I^^^JSt^ea5t'C-:$5'^^^ if <^^'C^tf J: ^ 
^T!)^±tLXm^^hft;ho m^l^. (SOO-SOOOrpm 
) -emP^ ^1-1 059-) 3t'C>L. _Ltt^r$^t^l«^ (1 5 0 0 0-3 

0 0 0 0 r pm) XM'^S Oi^-- 2 NfM^S'C-U #<btL-Sit;m=grMM:S'^-r 

mmm^^fizit. ^^Ltz 14273 i:^i!aft5^<o'; ^om 

1 4 2 7 3 *'^;ti-^»^MliI^^<^ 1 4 2 7 3 1 TO^t^c 1 0 

3-10 8:S^t?^^0;5s^tf$ L<. 1 0 5 - i o ^=f-X^^(Difi^^X^:h 

i^oW^^m^x I: -2) J: 9 ;& o 
[0 0 7 4] 

iw^mt 1 4 2 7 3 t<o^^^^mt^'t:h^t^m^:^^v-^>'!f't^±u 

<Da) ~c) ^^flx-ff. it^^l 4 2 7 311^ i:. ^mLy^rli 

1 4 2 7 Sm^^t LXit. %^M<^ 1 4 2 7 311i^:*\ tfzii^fltm^<om 

4 2 7 3M53^'^^^56^t b^^o d^-C. |S|^<7)^Stti: 



thiE# 2004-30116 



#M 2003-104540 



^-v: 72/ 



^^^izit. mm^t 1 4 2 7 3 t(Dm'^^^mt^^^^t^''^(D7.^^) 
limits t-fi 4 2 7 3 ^^m-t^mmtftiimm(omm^^. 
^)'-^y^\z^\^fz^^v'7T~\zmM't^^i^\-^^^ 142 izn^x^^wm-f^ 

^ pH4~10 (Mt L< i±pH6~8) <D^}>W^y'y-r- 

, ^UX-mm>'^'3''7T'-^r^O. JJil&^i: 1 4 2 7 3 ilO^-g-^lfi^L^WN* 

HAPS. Tween-80TM (^i-T h ^^^.tt) , 

E-6 4 (^-/^ KWff^BfM) . ^7'y!.i5'f^>''Sr^'0-/nT-T--b*lfl#^J=lr 
»1--2>C:^ ^>-e§^o 0. 0 1 ~ 1 Om 1 0^l^-t7'iJ'-?#?^tC, —^4 (5 

ooo~500000cpm) o#i«fet3^cj§ii&^^^in t> iwi^iwi o-4m~ 

10-1 OM(^>im>fk^t>^*:i?$^irSo ^^^fi*!^-^ (NSB) *^^^cie> 
M*b<(i|?74~3 7'C'T?> ^2 0:^-2 4^^> L<{i^^3 0^-3 

nmx^o KmWi. :^9y^mmmm.^'r^m.Mu m.m:<omy'^yyT-'vm^\^fz 

Wmm^m^ iJilSB) ^'^\\^^fziJ ^ > V (Bq-NSB) ^lQO%t\^fz 

mm^f^^ (B-NSB) i)K mk\t. ^ o%\>XT\ztj:^^mt'^m^^ 

[0 0 7 5] 

mmmt 14273 t<D^^^mt^'^^'it^m^:^^v-^>:}^-r^±m 
(Dd) ~e) (D:^mt:mm'r^fzibi,zii^ mx.ii. 14273 ^ift-t^mmiimm 

m-f^o :^^') -=-^y^^^-^j:o^^^fz':>x\tmit>^xmm-^j:^^^^^^kimu 



^WM 2004-301 1630 
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^-v: 73/ 



C a 2 c AMP. T^^ K^m^if) <^^fiS;^^ m^i^'^^f -S^^^t^ 

liW!l^fSte^ffl!I^LT>?.^V-->i>^«r^T^9tC{i, ii^^^ 1 4 2 7 3 ^^ 
S^tTtllBfla^i^iK^^T-^^o 1 4 2 7 3 ir^Lfzmmt LXii. ^BM<D 1 4 2 
7 3 «r;t-t-^*lflJ!&*^i> ±M^<om.^x.m<D 1 4 2 7 3 ^^mLfzm^W^J: i^^^t 

it^m. §tm^Mm. mmmmm. mmmmm. wimmmmmmj: ifi!)m^^hfi 

o 

tfz. ^mt^mt LTfi. 1 4 2 7 s<Df^^^^(Dm'^mmi3xm ay k 
tL/c^fk-e-w^jft L<^v^p>tL^o 1 4 2 1 z(r>^'m^^<r>m=^m.^^i-mii 

;^ y-x^^ii^M.^ ±IBL^i 4 2 7 3mi-^T=<'^;^ ><^>;^i^ v-^:^^^:^^ 
^ffi r ii^,-r ;i> ^ i: 1^ ^ o 

[0 0 7 6] 

lli^mi: 1 4 2 7 3 h(D^^%^^mt'^^Mt^^^fz\%^(r>'^(r>7.^ ^) 

y^m^v y\u 14273. 14273 ^^^-t^ms^. ttzit 1 4 2 7 3 
1. :^^v-^>vm^ 



tbiE#2 004-3011630 



#®2 003-104540 



^-v: 74/ 



Hanks' Balanced Salt Solution (^■r=rtti;i) \,z^ o. 0 5 %<^'^7i/jfiLftT;l/ 

b) 1 4 2 7 3^n^ 

1 4 2 7 S^m^^^fzCHOmm^. l 2:;i^yi^- McSX l 0 5^/;^T* 
li'ftt. 3 7t:^ 5%C0 2> 9 5%z i TX-2BmmmLfzi><Do 

c) ^miigBm 

m 

d) mmmmmm 

li^m^Sr 0 . 1 % vjflirt T ^ y ( v i^-^^m) -Sr-^tf p b s -e l mM t 

[0 0 7 71 

2. Slj^^ 

a) 1 2?ta^^«ffl-7°l/- MCT:^«t/v:l 4 2 7 3^mCH0»^> SO 

^m^mmimix2mm^Lfz^k. 490^^ ioiiiJ^fflM«?^*#5^ici)nx.^ 

o 

b) 10-3^10-10 M<D^m\:^mmm^ 5 1 m^tz^. ummjinm. 

<t^^<Ditt> 0 tci 0 - 3 M<ommm^ 5 1 snx-Tfe- < o 

c) mBm^m^i^. im i (om^mmmmxsmm^ir^o mmKm^i^tz 

^«feV5{f> K=SrO. 2N N a O H- 1 % S D S -C^j^U 4mlO^'^v>^ 
SII^U Percent Maximum Binding (P MB) i:^<D^X-^i(>^o 



miE# 2004-3011630 



mm. 2003-104540 



^-v : 75/ 



PMB= [ (B-NSB) y (Bq-NSB) ] XlOO 
PMB : Percent Maximum Binding 

N S B : Non-specific Binding 
B 0 : M±m^ 
[0 0 7 8] 

it^Si3tfzit^<Dm.l>±. m^l^t 1 4 2 7 3 t(Dm^'S:mit^'t:hi^m^^i- 

m^^^^-t^it^m (V»*?v9);5>. 1 4 2 7 3 lC^-t-^T=r^>^h) . (o) m 
lffl»J^Mtt=&^L'5^v^<b'^tf 1 4 2 7 3 > ^ =f=-7. h 

) ^ (/N) Jtaj^mt 1 4 2 7 3 iK^^g^:^^^*!^^-^^!:^^^. (^) Jii 

JU^mt 1 4 2 7 3 tOf^^ti^m^J-^^^^'lt^'^r-^^o 

1 4 2 7 3 I'^l"^ T h Ji> 1 4 2 7 3 Iw^l" ^ U Kt?^;S>J!liJ!3J^ 

1 4 2 7 3 frc^-r^g) T ^ ^ ^f"-;^ h 1 4 2 7 3 ^1"^ V FT-ab^lt 

ajKmt 1 4 2 7 3 i:(7)ig'a-:ti^Jf 5^-r^'fb'a't?(i. 14273 i^^-t^ 

JitJJ^mi: 1 4 2 7 3 i:<^^'a-:^J=^«^^$-iir^'fk'^tr{i. 1 4 2 7 3 I'^-T-S V 

ify Y-x^^^mwim^^-r^^mm'^-^wp'^^h ^ fcT&^-e^ ^(^-e^ ig^m^^ 

aiiE#2 004-3011630 



#M 2003-104540 



^-v: 76/ 



v^T|#^tL^®l 4 2 7 SlC^t-r'&Trr::^;^ hif^fiCDSiflSm^ 1 4 2 7 3 

^/i^xm. mmm. %i^^-xm. cushing^Pi. mf^y^^>jsim. ^jm-i^^i' 

®1 4 2 7 3tC^i--S>T>^=3'-X hSTtiiCDJitJiSm^: 1 4 2 7 3 <^^'g-:^7 «r 
mm^. Cushing^, l^-friv^^^lkM. ^jm-i^^v^^^ 

[0 0 7 9] 

it^mtfzkt^(r>m.\t, m^-ts i 4 2 7 so^i^a^^'fb^-^^'fb'^tft/cti 
o ^mmm<Dn.^-mt. '^m±.m^^h^x\^^hmmi:^mtLxm.'MM^-f^^ 

ti)^X^ho tfz. ^§tm<D:^^^}-=.>'!r:fj^ttzlt:^^V'-=->irm^y Y 

^m^^x^i^fi:h^\:^mtfzit^<Dm.tf^mmMoisi^itit. ^j^mm.. s-^j^ 

aiiE# 2004-3011630 



mm 2003-104540 



: 77/ 



it^-^n0Lif)^^ Yx-$>^^^. -e^fl^ffrrf^;^ v im^icml. ^mmM^o 
. 0 1 ~ 1 0 oms^fflv^tLtfii/^o 

(Dy'7ir>^>vtfzimmi^ ins-i^) ^^^o . '<>:^v>m^^m 

V^^'^m^ JTT-501. MCC-555. YM- 4 4 0. G 1 -2 6 2 5 
70^ KRP-297> FK-614. CS-011#) . a-^)VaZy^-^ 

mMn im. ^'V')^'-:^. T'fj)V:^^-^. j^^V')T—hm 

tJ^V- K*fv:(i'e-0:^;vv''irAj^JcS]'^. GLP-1. -^-r^U^K^) ^ 
7'^v^;v^7'f-i5^— If I VmWiS'J NVP-DPP-2 7 8^ PT-10 0 
. P3 2/9 8^) . i8 3T=<'-Xh CL-316243> SR-586 

11- A> UL-TG-307. AJ-9677. AZ40140#) ^ T^V 

, i?';V=j->;-6-^;^'7Ti5'— ir;v:*::J*>Jgt/L^J^) . SGLT ( 
sodium-glucose cotransporter) m^M (M. T- 1 0 9 5^) m-^^^ifhtl 

h (SNK- 860). 3.i-)VU:^^ y V (ARI-509)^ CT-112^ 
) . (.m. NGF. NT-3^) ^ AGEia#^i im. ALT-9 

4 5. yd-^y-jy. N-7i•:^^/;^^TW'^7Ay^^ K (a 



tliliE# 2004-3011630 
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^-v: 78/ 



LT-7 6 6) . EXO-2 2 6^) . fStt^^M*^ ^^i^ YW.m . 
[0 0 8 0] 

, 'f'7f'^7s^^:/^ UJ'^T.^'J-y^ T "7;l'/t 

tr>, TAnv'e^, JC^-v'kfV^ =:^iJ)}yVyi.ym . ^'n:::-^>^5{>5^tf Ib 

j^yy y :t.y7-)v^y, -yfVy^y^ ryyj^-fy'^y^ T^'^y 

-316243. SR-5861 1-A. UL-TG-307. AJ-9677 

. AZ4oi4o^) . ^-f^Y^^m^mm v-zr^y^ cntf {^m. 

PL-1 5 8 4 9^) mii^^^fh^ho 

Tvh\ ^^^n^Ti^K^) . tn;T;v K>5.xn >m^J (^J, tf ny ^ b > 
^y'^y:^}i'^yr^ V^mM (m. ^^n;v:jr i; ^7;uvK. 

miiE#2 004-3011630 



2003-104540 



[0 0 8 1] 

^iJ^-ya^nv, ^>^-n>f^> (IL) ^) . uu=.--mmM=^ 
. IL-2. I L- 1 2 t Lv^o 

(Cancer Reseach) . ^4 5935-593 9M> 1 9 8 9^^] . T'n 

• :t->3Di;- (Journal of Clinical Oncology) . mi 2%^ 213- 
2 2 5Kx 1 9 9 4^] . mM:^Tri^ K r^'^:<^V>m) . p« b ^ n 
y'^^Km^^K Th^t Kn:^;>>^ey-;vM^5§r| (:i:i^tiv^-rtL^)±fBi:|W| 
m) . J9g|)5<t^5fi:#5^J (M. :r.^zi'i)-^>^JLym.m) [y'Vx-^v^ • v^-^- 
• • (British Journal of Cancer) .^68^. 314- 

318 1993 I GF - 1. ;k^^^iiMWLMt:Wm-t 

'SHT-T^^TNF- a. L I F. IL-6. ;*->D;^^f->MlCitf -BtiL^^ 

m^mW^im. ALT-711#). #^Si^'iSai^(^^. Y-128. VXSSS. pr 
osaptide^), t/L^o^(M^ ■r'v'y'y^V. r^YV'f^')>. ^<':f7<>) 



2004-3. 0116 



mm 2003-104540 



V : 80/ 



^} h^m. ABT-594). K-fe V >^W^!S^S (m. ABT 

-627) . '^yr^^m^&^m.^mim. f^-^K;^). mmn.mmmm. -^^i^ 

LY-333531)> fji^^m (M. ^VV^T-t'e^) , .i^;^.i^vJ^>^7"7— fRfi*^ 
10 0 8 2] 

mM^mKm-^^ft^mmmMmxmmt^ ^ t i ^ xmrn-r^ ^tib^x^ 



ffiiE# 2004-3011630 



2003-104540 



^--y : 81/ 



, ^^-^-rtvttl^MfStt^PJ (fRI. v;v^- h 8 0 TM^ HCO-5 0 
) ^^ri:#fflLT^) iv^o ?fttt^8[fcLT{±. mx.i£^ ::f'7m. i^^csvft 5& ifT^^fflv^ 

[0 0 8 3] 

±fBi§^{i. mk.ii. mmm mm. ')>mM.mmm. nm^^hv-^ 

i&t? (^e^Ilx.tf. T'i/y;, ->-9-^, t';'v^, T'^J'. -9- 

Mx.{?. 1 4 2 7 3 tcjt-r^T=f^>5. h<^^-^ati, ^-^M^. nm.m.§^. m 

MB.^ (#:fi6 Qkgt LT) iZid\,^Xii^ — BlCo^^O. 1-1 0 Omg, 
^tf^L<i±^l. 0~50mg. J:i90t L<(i^l. 0 ~ 2 0 m g-C^^o 

i^me Okgt LX) (C;fev^Tii> —BiZ-D^^O. 0 1-3 Omg^JK^ ^tft 
t<{ilt;0. 1-2 Omg@jS> J:l?l?tL<{i^O. 1 ~ 1 0 m g@JgS:«^M 

^iz J; 0 i^^i- ^ <Di>m^^x^:h o ^<r>mm<owi%- . #m e o k g ^ 7t o 

[0 0 8 4] 

(6) ^mmm<r>^m:^ij=-XA<Dmm')i^ 

miE#2 004-3011630 



2003-104540 



: 82/ 



1 4 2 7 3 ^fflv^-?>vIi:tcJ:or. ^mm^Tbn 4 2 7 3 ^r^tT^S^m^ 

(1) 1 4 2 7 3 ^m^^^^^t^mmtt^. (Dm^m. mmmmm. ^ 

/hA^> ^MM. Gushing?^, i^7°n v rJ'^^JflL^^ tiLflM'i^;^^ 

mm. ^ v>T mmm^. mmmi^. ^ttM^go^E;^ • x^mm 

(3) 1 4 2 7 3 ^m^^:h:it^mwLtir^. (mm.m. mmmmm. ^h--> 

/^A^^ >^^^. Gushing^, ^y'^ "7 ^ ^yskm. tSfiM*;^^ 

tfzit®:^ b u:^mmmTbmi^t':f^-M}^Mtfzit^<Dmzn'r^r>^::f:=' 

(4) #^^ 1 4 2 7 3 K^m^^fz^^KiS^'jr^b. 1 4 2 7 3 tO^^ 



tliSE#2 004-3011630 



!^m2 003-104540 



^-v : 83/ 



^ o 

^<7)mm:ffmi. mULtzV :<rv Ki: i 4 2 7 3 t<7>^'^^mt^t^^t^ 

tfz. :^^m(omm:fj^m^y h{±> mM^Lfzv:^^y 1 4 2 7 3 to^^ 

^mmm^l 4 2 7 3«ri;hLTSS^:^=^l&SLTV^^ii:i^li^i-^Cli:>^>s^ 

^ "So 

[0 0 8 51 

(7) mmmizidif^ 1427 3 t fcii^<^t|5:$5^^7> KOi^r^^fb^-^-S^l:'^ 

:^§^m<Dmmi. 1 4 2 7 3 ^s:##fi<;icMmt-/5> ^ tib^x^:b<ox. mmmi^ 

^if^ 1 4 2 7 3<0«^^<b$^ir^<b'g-%o;^;^i;-^>'^lcfflv^^ii:;65X'i 

(i) W}^ym%W}m<Da) sum. w m^<Dm^. c) mm^h^mLtzmn 

2 7 3 ^^M-t^^tK2:;h. ^J3«ic:felt'i> 1 4 2 7 3 OS^^^b^-^^^b-B- 
l^o;^ V - - ^ 

(ii) 1 4 2 7 3 ^^mir:^w^w^mii^^^mm.Ltiik. mmmm^^M^mL 
> mmmm^iz^tfL^ 14273 ^ j; mmm^iZi^if^ 1 4 
2 7 3 (DM^mt^^^it^i^o:^^ V vyf^, 

(iii) ^Vi MJS?Li*trOa) lfil?g[. b) c) t^^i^ 

^> L < «^flt^?:«jit t Lfz^. f^^m^m^m^^^ ;itKXi). mmmmx<D 
mir^^tizx:^. mm.mzisn^ 1427 3 <om.'^mt^'t^it^m<r>7.i^ 



tbiE# 2004-3011630 



#® 2003-104540 



^-v^: 84/ 



(iv) 1 4 2 7 3 ^^m-t^'s^immfm^m}^t vtz^. ^^'^^^m^^^ 

mm.m.±<DmMi^^^mU-t^:it\zi.:h. «im;felt^l 4 2 7 3(7)4 
[0 0 8 6] 

mmM^tc-g-ttL^ 1 4 2 7 3 05cg«:i:#:fi^lctimTOJ:dtcLTtf'5rd 

o 

(i) jE'^*;i>v*{i5^m*T';^^Vi Mii?L»j!^ m^\t. 

t:^yv\ y^S^. ^=i> -9-;^^:^^. y) Mcmf!i\^\tm^y y Y 

. hVf^XlOOTM^ ^;/^->2 0TM;^af) $ <b tc^'t^^li 

mi)^0'<^tfi^m^<O^t^\^^do mm<Dm^y3^tLXii. Potter-EWehj 
(Kinematica1±m) <DX^m^. mmm^^^W^. y Vy^fV:^tj:i^xim. 

m'^^t LTfflv>P>tL;5>o m7L\t. mmMmWL'^&L (SOO-SOOOrpm 

) x-'mm iMi^. mi-i o^) ^^c-u ±.m^^h\,z.m^ d sooo-s 
0 0 0 0 r pm) xw^z 0 2 b^FbI^^c^ L> nhiL^'(tm^mm^t-t^o 
mmm^^^z.\,t, ^mx^tz 14273 tmf^^^<o^) >jis^i^iieM=&^<^M 



miiE#2 004-301 1-6 30 



#M 2003-104540 



^-v^: 85/ 



mm.mm^K^tfL^ 1 4 2 7 sti. m^it. :^^m<o^i^^m^^fz^> 

v^f^^m^m. ^J^:^^>yuv Yfm^i^KX o^i-r^it;&«-c^^o 

(ii) 1 4 2 7 3 ^^m,i-^w^Mm^i^i±m<o:fim^^^^^i^wku mmmm 

^iz^tfi^ 1 4 2 7 3 ^^mi-^^ti>^t^^^o 
[0 0 8 71 

mmmKisif^i 427 z (r>mi^mt^^^it^m<7):^^ -^y ^^fit^ 

XMxX55rif^-^x.;2,-^B#P^t«r (3 0:9-^(r~ 2 4 ^P^lif. L < 3 O^lff 

- 1 2 Bf J: J9 »t L < (i 1 B#r«~ 6 B^Fsim) ^> L < lit-^m^^ik ( 3 0 
3 t < 1 B#F^m~ 2 B^. J: t L < t± 1 Btra^f^- 2 4 B# 

^-^nmrnm: ( 3 0 3 am. «f t u < « 1 Bt^m- 2 am. i 19 0 4 

L < (i 1 ^F^m~ 2 4 B#F^t^) . »mi::i3tt^ 1 4 2 7 3 <Dm^^&ir^ d t 

-^mmi^m^k ( i am- 7 am, *f t l < 1 b^^~ 3 B^k. xy)UtL<it 

2 Bm~3 am) . lffliaMtC:j3tt^ 1 4 2 7 3(DM^^M'r^^t\,ZX •j^T'S^d 
«mii^tc-^ttL^ 1 4 2 7 3<^li^Ji*#:e<;tc{iJJlT<??J:dt::tr^ff^d 

o 

(iii) jE#^>^v>{±^m^T';V'^ii MtlLHit? (^Jx.{^^ •^'i^:^^ 

^iy^ •9-;V'^^. i i):ir#6^t::ii^*-7 -7 

{f. m^vgyij'. ^^Bf. 'f&ia^^) ^s^t^^-^x.. -^B#r^^ 



mU!^2 004-3011630 



#® 2003-104540 



: 86/ 



^mmir^:iti,zx^^ ^mmttzit^i^miiz, mmmiiZis^f^b 142730* 
(iv) 1 4 2 7 3 ^^m.-r^^nm^i^mim\'^xmm(r>^^^t:h:it\,zx 

[0 0 8 81 

(^) mmmziiif^h 14 2 7 3(DM:^miU^-t&^tizXt). .1 4 2 7 3 

ir^mmmm^ii^^k^^^it^m. (n) mmtziont^ 14273 om^ 

mm.mizidif^ 1427 3 (omii:mM^-t^it^mi±. 1427 3(Dmn^'^ 
Kmmi-^mmznir:h^^.xi&m^^j:=f'm - i^xmmx^^o 

mJIkmiziSif^ 1 4 2 7 3 OS^gtiJ^^-^^^b'^J^ti^ 1 4 2 7 3 O^^it^ 

izmm-r:hmBs\,zn-r:h^^xiS:m^^j:^m • t^^^^ L-c:#ffl-e^^o 
mm. mmmm^. ^v-z^:^. tv-k-s^;^. nm^^^i^w^ mm.mwm. 
i^mmmtmrm. rm^m^Am. mmm. cushing^. isrn 

^ mnM:mm^£if(^mBjzMir^^w • t^mmttzu:^ y u:;f,m^Mt Lxm^ 
•t^^t-^^x^^o 

1 4 2 7 3<o»*M^^$-^^'fb'^j^t^v:(i-?-<^]^{±. m^i£. m^m. mmm 



tbfiE# 2004-3011630 



2003-104540 



T3^> TS#te/hA^. ^mm.±m. Gushing^. M'f^'^^^^m.^ 

mmmm. i&ikmm. ^^^^v >tu';v^-. sgi&stt. mw5mm. m^wMw 

9 iz-t^^ox^^o 

[0 0 8 9] 

^^j. :^':f-^j\^M^j:ifKm,m'r^^ti>^x^^mimitLxii. m^it. 

if-^m^^hft:ho mMmtL^m-^^-fJ':ft)Vx$>:hm^i,zii. ±m^^-:^(DUmz 

iimmm7i^<D x^^j:^}^^ )i'<^(DWi^^m. inmm. wf-m^j: ^j:^mM 
mmmm^ i^^rmmt tzimm ^ -^^ ^ i^<om^<7>mMmMiz'^-:^ xm-^-r^ ^ 

YV^Afj:}^) .^jif:d^fflv^t>tt. ii^^^^J^Mfi&3S«J. mx.it. T)Va-)l^ (m. 



miE#2 004-3011630 



#® 2003-104540 



^-v: 88/ 



=i-;W . ^-f ^ >14#MS1^J ^•';y;v^-h 8 oTM^ HCO-50 

*7t. ±fB^KF • f^jg^^fi. Mx.tf. ^«f^pj (mx.ii. ')>mMBmm. mm. 

i&t? (^J£^^^ yyh. -^^Ts. ^"^^^ t^yv. ^-y, -9- 

Mx.{^. ail&MlC:felt^ 1 4 2 7 3<DM^i^1]U^'t^^t^!^ttzlt^(D^<Dik 

Htco§|«j0. 1-1 0 Omgv L<t±^l. 0~50mg. J:>)0tL< 
{i^l. 0-2 OmgT^abSo *^ne<Ilcig#-r^^'^ti. ^(DlM^^MitU 

f^xuM'^mx.it. mmmBM (^me o kgtLx) t^^jv^rti. -atcog 

^0. 0 1-3 Omg^Sx $jFt L<«^0. l-2 0mg^Jg. <J:»)0tL< 
[0 0 9 0] 

(8) 1 4 2 7 3tC^f -StSl^^-^^LT'^^^^ 

1 4 2 7 3 Kn-t^m^(o^mm'&.t\t. 14273 <Dm^-'r^-^^i-)vmm 
^ 1 4 2 7 3c»M-^-r'S>vi5^>^;ws^^ -^jx-t^. 1 4 2 7 3 i^-T^mimmm 

mmm 2004-3011630 



2003-104540 



^-v : 89/ 



Lfz-A^ox. 1 4 2 7 3 KM-t:^^mi^mt. nm^pf. mmmm^. ^y-'y 

/hAi£. mm&. Gushing^. i^':fu^^^>sia.m. ^^iJ^'i^^i-'^ 

[0 0 9 1] 

(9) :^^m(7>Tyf-^y:^DNAtfzlts i RNASr-g-^ttT^^B^ 

im^y^Am. i^mM. ^mw.±m.. cushing?^. ■M^f^'^^^yskm. m^m^- 

(o'^W ' x^m^\tfzi±:^ h u:^mWMt LTffiv^^c: t^^-ei^o 

iRNA(±. ^(ot^x. ^:^\^^±wm^<r>fzib\zm^n-^j:t'(o^m.^mz.m> 

X - 7^ i ^ T^-^-e § ^ o 

^T>^"fe>;^DNAtyi:«s i RNAti. mB.'^Mm^^^ h:ifi^ 
m(^Ti'^A<0^^^^<r>§kW^U-^^^^fzib(r>Wmmir'} a'^ ^ V:t^ KT'n 

[0 0 9 2] 

(1 0) 2[s:|§§goDNA^AIilt>Of^^ 



ttiiEJ^ 2004-3011630 



#M 2003-104540 



-^-v: 90/ 



[4] ^mm(D^m^D-NAtfzit^<7)^mD-NA^^^L. m%W}^i>zid\^>x 
^^m<Dj^^mDNAtfzit^<Dm.mDNA^m-r^^^\^ ymmMm i&cr. 

f^^'^^t't' i Emt-t^Di^A^^mi-^^tizx^xi^m-r^^ti!)^ 

U^tir;h^^m<0^^nDNAt:mmU «^#> tncfljffll"^ 

U-^ ^ -li-;?) ^ t J; «9 O D N A^#I5t? ^f^ffi t- ^ ^ ^ § o 

^ ^)l^^yy, ^^AT.^-^ 9 h ^? WfflV^ t>tt;g>o '^^d^'C^i 

BL/em^, DBA2^m^> ^iimi:LT. B 6 C 3 F i ^M, BDFi 
B6D2Fimie, BALB/cmiE, ICR^iS'Sr^^) tfcti^yh ( 
m^\t. Wistar, SD'^^) ^ $ Lv^o 

[0 0 9 3] 



miE#2 004-301 16 3 0 



#® 2003-104540 



^-v : 91/ 



-C{i35: < . o 7t ^IIi?L^!Jt^3^^ • }*m $ tLfc:2^^?^(^ D N A 5r ^ o 

. ^^^M^i:') ^^^Cfzi>(D:. M^i^^Kit^ ^^(DHm. Xm. i&(D^&^(D 

i^^^DNAi: LTfi. 1 4 2 7 3 iSrl§31$-«ir* DNAS-itf*L, -PIlx. 

iE'^'&l 4 2 7 3<7)aiig=Sr«]aiJ-r'5> 1 4 2 7 3 DN A^ f;6^'ffi 

<^)^5l^tt D N A h-t^Wimt ^ {±^<^) h<r>m^ 
i6trS5^0*>0-t?aboT*) iv^o :z^l&ggoDNA=&i«I-|^Sii^t3^5^$-ii:J5lc^/i 

A3^>(.h9i^hi: LTffiv^«5>0;65— ^frc;tflJ-C^;i)o ^^^H^^Ob: bD 

N A =Sr ;^ -^-l. J^-g-. i ffl ra^jft?^ v^^^H^^ <^ D N A =1:;^ i" ^ #® PiUlft 

O D N A ^^ftm.-t ^ D N A^^PifLI*!^ =SrfFffii- ;g> CI § ^ o 
[0 0 9 4] 

1 4 2 7 3<^|§^^i5'iJ'-^ LTt±^ :^MS*07'7;^^ F. tt:^MS*<^ 
Jiffi<^)DNA|&^lSt5«rff^?-9":^n^-^-t trti. -e^ll^tf. ©"i^^^v;^ ( 



miE# 2004-3011630 



#0 2003-104540 



^-•x: 92/ 



^ h n 7 ^ 7iS^S^ttT;v* ^7.-7 7 9-^^ 'i-Mi- hV^ AfiMtt 

(— ^(CT i e 2 tm^fi^) . :^ h <; 
•^A:^ V-i^ATT-Vv-^S »; >m<b^^ (Na, K-ATP a s e) . ^sj.-u 
y ^ 7 Vmm. ^:5'n^:^-;f.xf I A. ^ ^J' n t'Dt' -f ^-^f 1 

aj^-f MHC^7;^I^i^ (H-2L) . H-r a s. U^>, K 

/3-:^m\Mm. W^:mi^)i^:t^-yV-'^ (TPO) . ^^f^Kil^S 

H^i« (EF-ia) . ^T^^>. aisxv^fi 5.:ti/>mm. ^tzy^mm 

li3J:C>'2. ^ j:-'; -^niJ^n-rV^. Thy-1. ft^^uy^) 

nmoI^U (VNP) > JflLftr^n-r Kpn^;K-;7s>h. <:a-rJ^ntf>, 

■9--f b^:**ni^^;i/;?.7'o^>-^-, li h^y^ Ki««H^ 1 a (EF-la 

o 

[0 0 9 5] 

^<D^. B ^^5^14D N A $ f> lcil5|§^$ -^;|> @ e<;T-#D N AO>^ 7" 



miiE#2 004-3011630 



Wm. 2003-104540 



^--J: 93/ 



je#5^ 1 4 2 7 3 (ommnmi. \^ ytfzi±^mm%W}^ mx.it. ^-^^^ 

i iJ^fbtLTtJE-t^ 1 4 2 7 3 <7)iaiR^^=^,^.S!|^^#il^^lc i O^MLfcli 

mi^^-t^ i t ^Mf^-r^o ^^m<^^M^DNA^^i-)rm^^fi^<Dm(DW}^<D 
'^miit<Dmmmm^xv'i^mm<D^x},z:^^m<^^^^DNA^miiz>^ir^ 

o 



miiE# 2004-3011630 



#M 2003-104540 



^-v : 94/ 



[0 0 9 6] 

2 7 3 (7)mmxmm^^m-h ^ t-b^h ^ > ^<omm'^r)vwimt Lxmrn-r^ 

^Ltii^X^ho m^\t. 2fi:||5§<^iE'^DNA^SSbtJ$r^v^T> 1 4 2 7 3 0^ 

m%mm.^. 1 4 2 7 3:5^M^1-;2>i^m<^^.^a^O^B>gi3J:r>'ClttP>(7)5^m<^) 

tfz. 2^l&0J<^^*ttiE#DNA^^#$^i:fclii?Li6ig&(i. SlglLfcl 4 2 7 

3 (omm^-^^-t^ ztf/^h. 14273 izmmir^mB.Kn-t^mmm(o::x, 

N A 4:^^tCi^3f f'S t ^li^ LTMD N A#:ti&i^ t LTS^CO^W^^ 

;^h-7i^ h{±> m.'^<DT>'^AjL^^^m^^^'oxYfm'^^t-b^xhi>o ^mn^ 

^mm.<r>^X\z:^^-t^ ^ d t::?i1*$tt^o DN A^#mof^mifttK^K!r^B& 
O^TtC2|5:||?§(^##DNA=Sr^1-^o SADNA*ffil^^-fe#:<^M:^t::^to.i^ 

^Hf^n*- M>|J^^^#L. ^(Dmm(Dmm't^is&-t^^ti,zx^ir^x(D^^ 

D N A ^r^-r ^ i: d l^^li^i^ft-t ^h^tib^X^^ho 
[0 0 9 71 

3^||^O^^DNA=^;t"tS^i: Mii^i&J^ii^ :2|s:|&^<^)MtDNA:&*?|f^31 
^■^hftXid^. ^^^(OlEnDNAomtl^'^m.m^^^tKX 4 

2 7 3 (Dmm:^mn.M^fBmt^j:^zti!)''^ «5 . ^(Dmm'^r)vmm t Lxmm 
-t^^tb^x^^o mx.it. ^^m<r>m'^DN At^mmm^my^^x. 14273 



ffiiE#2 004-301 1630 



#M 2003-104540 



^->^: 95/ 



2 7 3 (Dmm'^m^m^}Bmz}sif;b:^^m(om'^ 14273 ^zx^je-b 1 4 2 

7 3 0^tg|ia# (dominant negativef^ffl) ^M^ir;b^7')Vt^:ho 

tfz. :^m^^<o^^m'^DT<fAt:n^^'tfzm%W}^it. mmLfzi 4273 
kit. 

(mM.mm<Dtzi(><DmmmtLx<Dmm. 

ttzliDl^AKX i)^^^fi-fz 1 4 2 7 3 ^:^^-r^:LtKX:h. 1 4 2 7 3 
<t *)#^fi?ft::|&3gab^vMifett>fk1-^ 1 4 2 7 3 t<Dmmmz'0\,^X<Dim. 

(i)Di^ At:m-t^mm(omm.immmmmmiim\.zii i)^mu ctLib^^^L 
^hK, :^^m<r>T>^Atm-Wim^m^^x^ 1427 ^ (om^^'^^^m^j^m. 

^j^Sr-^tf, 1 4 2 7 3t3MB-t^^m<^EIiJ^^^?&P^^ii:36«t?§x ^fc. 
1 4 2 7 3 trM^-r'5^m-tT';K^)#lil#lC;fett^ J: «5#^'&^a^fi<IBlfm7!>5# 

tfz. ^^m<oTiiiiAimmmif)^h^m^^y^^d\\^. mm^. hV7'5/>'^ 

<^:^«^m<^^ic'fkil:#'& ^ h-h^^X^kho $ t'. 1 4 2 7 3 

-€-ttP>oM^Sri|-<^C:t3fe^'7&^-ei. 1 4 2 7 3^i 



fflSE#2 004-3011630 



#® 2003-104540 



^-v : 96/ 



^hK. 2^i§^oDNA^5^i!i!^=srfflv>T. 1 4 2 7 3 <omm^mnm?fiB^ 
^^tf. 1 4 2 7 3 Km^-t^mB.<ommm<om^^n^j:')fzib\,z, ji^c^its 

14DNA^m^^^~^ffl^^-C. 1 4 2 7 3;&558®i-'2)^M<^DNAr&^S=£:;^ 

[0 0 9 8] 

(1 1) y y^T^ hW}^ 

ci] :^^m(DDNAib^i^mt^f^fz0\^hm%wsmJimmm. 
C3] ^:f-7>r i/;x»tt-t?ib^^ ci3 mm<^JE^^Jia. 

C6] 2^|&HjODNA;5qFf!imt:^ttfc^DNA^^^^^^t: MffilLUlt/. 
C7D ^DNA^«l/Ji^-i5'-ii<Si=- (^?fl^ h~>i5^--fe'jt 

Cl 03 ^ C73 :®IB^o1!j%Ic. fi^i^^fc-^tf^^^L. VsK-iJ'-itfS^*^^ 
M^^mir^^t^mWit-t^:^^m<ODNAKMir^':^^'^-^-^^^iS:m 

[0 0 9 9] 



{liSE#2 004-3011630 



2003-104540 



: 97/ 



m^^mf^ii^. ^> L< i±^DNA7&*n- KLTv^;i> 1 4 2 7 3 OfS^=Sr|IKW 
\Z^'^^hZ.h\zX.^^ DNA;6^|ISatim 4 2 7 3c7)||^tg:|r^i-$^v^ (J.:; 

IS ESmtB&fBi-^) iSrv^^o 

^•^iCi «)^DNA@E^JO-^X{i^gi5<^fJg^. 'flfcDNA^^AtfciiMm^-^ 

i ^-^m^(r>J y^r^ hDNA^fl^m-tttf^iv^o 
[0 10 0] 

2|s:|&5^<^DNA7&M^fStt>^k:^^^7^:^l: Mi»fLI*%K^m (mT. ^^H^^OD 

N ATFfStt-fbE S«t 7t{i:^^?g(7)y «y T'> b E S ^J3^ ^ B&f Bt" ^ ) <^:Br#: 

) , cat (iJ'n^A-7j:.-3-;i'T-b^;Vh^>'>?.'7a-9--fe*itf5i^) 

^^VMij:.:^y>^0^>' hn>'f|$^tciltfE^<^^^«r^lt$^-fr;2>DNAi2^J ( 
m^ifs polyA#inv^«^;l'^^) ^rifAU ^^5^^ •y•fe>i^^-RNA«r'g- 
m<ODN A±^^\^^it^(Di5:m<DDN AWm^'fu-':f t tfc■9-^f>'>'^-<y'V ^ 
4 3 ym^^^^^it^ y T y^^^^~±(ODl^AM'^^it^~yy 

-i^m iZ'mm t tz^^m O D N a m^Oi£#^i^<^ d n a IS^J 



aiiE#2 004-3011630 



mm. 2003-104540 



^-v^ : 98/ 



Tfi. m^-if. m^<DX^^j:mzm^^flfzi><Dim^^Xi>X<. tfz^m Eva 

;^ (C 5 7BL/6 fcDBA/'2 i:<^F 1) ^fflv^T^jt U7t 4) if ^ 
Mv^9*o BDFi-r^>^{±. m\im^0^<. -b-^. i5P)6^^T«ib^ t v>o^J^ 
lCinx.T. C 5 7BL/6-7'^;^^Wmt'^o<^-e> Z.fL-^m^^XUhfhfzES 
mmtmM'^T)V-7^::^^^^\^fz}i^. C5 7BL/6-V'^>?.^/s>7^i?'nx 

[0 1 0 U 

Tv^fcOH^LT. 1 3nr:-^J9F<^ES«m (^5 0^@) •ei§tr<^)-e. 

aiSE# 2004-3011630 



#M 2003-104540 



^->^: 99/ 



1 0 o%;6^t m^<r>^.(ommmm^m<r>^^±Mm^j:^'k\t^ e 
ff. sTomwmmm.<D:^o^£mM^£-7^-^-mm,±.x\.iF (i~iooo 

OU/ml) ^^Tt;^m:^*;^^«t?rt ($f t L < fi. 5%Rm*°;^> 9 5%^^^ 

y^c{i5%^^^ 5%^m*';^. 9 0%^^) -ci^js 7t:T'^^-t^^if<^:)^fe'e 
^^L. j^^p#icti, -e^ix.*?. h';ri->'/^EDTA?#?e[ (a-ro.ooi-o. 

5%b';yi^>//0. l~5mM EDTA. $f4L<filt;0. 1 % h V 7*v 
ImM EDTA) ^Slc J: i)#^MbL> ff/ctlfflit t/i7 -r-»JLlc 

^<Dd^^'f<Dmm^^VC^^^^tim^-^h^ cm. J. Evans5.m!. H. Kaufm 
an. ^-r-^-V- (Nature) 0292^. 154M. 1981# ; G. R. Martin -fu-y-T 

Proc. Natl. Acad. Sci. U.S.A.) ||78#^ 7634K^ 1981# ; T. C. Doetschman 

•7:j-n^7-. ^87^. 27H. 1985^] . :$:^BJOE S^J5&=&^'fb$-ii:-C#<btL;S, 
2^l&?^<^DNA|&^^^^J!g(i. >lf hni3:fett^ 1 4 2 7 3 ^;^v:J± 1 4 2 7 

[0 10 2] 

:¥-%m<oT>^ AW^yfm^\^ ym%mm\u mmm<DmRi^Am^<^^-^m-^ 



mSE#2 004-3011630 



2003-104540 



^-i^: 100/ 



-7^:^ m^(0:^§tm<r> D N A]^J.^<D^m^iit<7> D N AiE^J ti:'f'7^'r-tLfz 

pcRm^za^mmxm^ir^b^it^^x^^o hm%W}<^B^mmim^^fz 
m^it. ^iKir^mm.mkKii^. ^^^(DDiiAib^mmt^fifzmmwi^ 

tzimmmK^xu ^mLfz^;^9m^mim.^'±fzmw}^ ymmM'^(D^'^ 
iizmm-t ^ o 'f^m ^ fifzW}miijE^^j::^m^(OD N AM ^ ^ ^m^k t xnm 

^Lfz:^mm<DDl^Am^:i>'::>mmt(7)m^7!)^hmj^^fi^^^yW}mx^^o 

m^^ yW}%(om&mm<o—m^mLfz:^^m(r>DiJAm^i>^^^. 
mm-^^AM^ i<z^m^mK.fz:$imM<DD n am* ^ -^mrnxm^ $ fi/zmi^i:. 

LmioiXfzmi^it> 1 4 2 7 3 (O^-ru^Wf^Wii^X^ 1) . 14 2 7 

s (D^-rn^wf'^mi^miU'^^mL. ^fK^om^^^h 1427 so^^^nm 

[0 10 3] 



ffiiE#2 004-3011630 



#M 2003-104540 



^-v': 101/ 



Him ^ ^ffi-r ^ztKXi). m^m^tD n a ^-r ^ ^-9-*^ h j: th*^ x 

2f:^^ODNA;&M^?&tt<b$tL7^c^t HIS?Ll!J^^JKI^«ti^ :2^^^(7)DNA 

tfz. :^§tm<7yDNA^^-^'^f^\Lym%W}mii. l 4 2 ? S tcj: t)^^#;^tL 
n^m.^<o^^m^'^X^i-^fzib. 1 4 2 7 3<7)^%f&'a<^>[^rStt<b=^MHt 

[0 10 41 

(1 1 a) :^mM<DDisiA<Dxm^m^^j:i^Kmm-t^mm'<zMLxmm -"^^ 

iS-4L. ^I&i^omb*m^-il0^1-^ii:^#m^'t^> :*:^?goDNAOi^ 
^ 1; - ^ > i5 v> t> tL^ :2js:f§§§ O D N A|&m^^#^ 1^ h BffL 



{±iSE#2 004-3011630 



#m 2003-104540 



^--J: 102/ 



m.mit^mti.xii. mx.it. ^"/^K. ^^^^ymt-^m. 
it^!^. ^m^mm. mmtbmm. m^mmm. m^mmbmm. mm^j^ifH)^^ 

^mm^^^mt^mxmmt t-cti. '^jx.tf. mu^^-^ Mi^it 
^iz^ t>^xm:Km^'r ^^t^^x^^o 

[0 10 5] 

m^m. mmmm^. ^y-z^:^. t^k-v;:^. 
mki£. Tmimm^mnrfm. Tmi^m^xm. mmm. ^-mui^m. cushin 

tt. mmmm. m^MMn-^jiif) Knirh^^x^^tj:^m - ^vsmtzkt:;^ 
y v::^mm\^£ ifcommt x^x^m-t^ ^tti^x^^o 
ttz. 1.^::^^ -=-yirxmhKfzit'^mi)^hmm^^ft}bit^i>mmzm 

^^h^ti)^X%ho 



ffiiE#2 004-3011630 



#M2 003-104540 ^--J : 103/ 

9 

#Jn:^;&^»t Lv>o C:o;m'&^t LTt±. -pflx-i^. it^m (^x.tf, 'J > 

LTt 1 4 2 7 3t')ify Yt<Dm'k^^mt-^^hi\:^m^^^-ti>mmtnWi 

itmiWi^ mx.\t. vyY. ^-^^^ iiyi^, 

v> '^•^> ^p?, •9-;v^^:') Ic^LT^-^-r^i ty?>^^-e^;2>o 

^^b-^tJ^fcti-eOi^^Ol^-^iti. ^-^^v- b^tncj: 

mB.^ (#:m6 0 k g ^ LT) lC*5V>-C{i. —BK^^^^O. 1 ~ 1 0 Omg. 
»iU<(il^l. 0~50mg. Xy)W-tL<imi. 0-2 Omg-eab^o ^ 

'^me 0 k g t LT) tcisv^rti. — BtCoil^O. 0 1-3 Omg®^. -^t 
[0 10 6] 

(lib) :^^m<OD'i^A\,zM-r^':^^'^--$'-<om^i:jS:mttzitm.m-r^it 



mBE# 2004-3011630 



#M 2003-104540 



^-v : 104/ 



±my^^')'-^>:ir:fjm^is^^x^ :^^m<r>DN Amu^-^^^ hmmMmt 

— t'itfS^- (1 acZ) . -pS^n.T)\^:AVy ^^^yr^-'if^iTi^tfzliJViyy 

mx.ii. 1 4 2 7 3 «rn- K-r^DNAf|Jt<0— gl5Sr::;^M®fi5^<^i8-**^:^ 
h Z^^-^m.U'T- ( 1 a c Z) T-emLTV^;?,^'^-, ^51^, 1 4 2 7 3 Of&mt" 
'2)mi^T% 1 4 2 7 3 <^ftt) >3 1:: /? - ^ h v WHSi-^o tJfe-:^ -6^1 
x.ff^ 5-:/n^-4-^'nn-3--f >FV;V-/8-:^^^' htf^yS/K (X 
-gal) <r>iio^j:p-iT'7^ y='ydr-^(r>mw.ti'j:^m^-^m^^xPk^1r:^^ 

tK^^^ 1 4 2 7 3(^il/t;^#l*Il-i3tt^l&mt't^,^«l#i-^-^^^-e 

i;g>o ^>^fitjtc{i, 1 4 2 7 zxik^'^:^^fz\t^(Dmm.m)^^ir)^^i^r)vr 

liK^r2fT'@^U V >iJ^«f^a:i:J^?^ (PBS) XWm^. X-ga 1 =5:-^- 

tf^'fe?gt-e> w^tfzktz ix^w^x. ms o^^j:\^>LimmKJB^-^fz^. m. 

i^3^=^lmM EDTAyFBSmWiXm^i-^^tiZX'oX. p-lfy^Y 
'yr-'^K^^-^Wit^^. S-fe^ril^i-tLtfiv^o ^fz. ^:^l'ta&v^ 1 a c Z 
Ki-;&mRNA«r:|ttBt"r^) iv^o 
±.m:^C7')-=-y^l3m^m\'^X%hf\^^it^mtfz\t^<Di^\t. ±t^Vfz^ 



miE#2 004-3011630 



#02 003-104540 



^-v: 105/ 



<Dm.tLxit. ^m^mzw^m-^fi^m. m. m^m^j:t*) ^^^^ ^mm 
v^o ^(7)m^j:^tLxit^ m^ii. mmm (^x.f^. ^m. ')>m. ^it^mm 

[0 10 7] 

1 4 2 7 3<^^m=^'fJSait. 1 4 2 7 3 (Dmm'tiSim'r ^ ^ t^^X^ :h(DX. m 

x.(^^ 1 4 2 7 3 <r>mm^^Kmm-r^mB.^j: t:<o^^ • t-og^ t l 

1 4 2 7 3<^l&?a*!a$t, 1 4 2 7 3 O^t^^lfiWi-^ <1 ^ ^^'^'^^ ;?>Ot:\ -^J 

x-t^. 1 4 2 7 3oi&;s5§#frcKai-rs^B'&^'<^^RS • r^mm^j:t'<Dmmt l 
1 4 2 7 3<o;^tg>f^^iciig^i-;5,i^mt LTtis m^if. m^M. mmmm^ 
jigjflL^. ^mmm^. mmm. Tmimmmm mx.i£. rm^mmmtmrm 

^ TS^tt/hA^E> m^^^ :$fc^g:*:^x Gushing^. l^T^n 7 iJ'-^VJfiL^. tol 

^iSimm. ^y^vyru?}^^-. mmmm. m^mun. ^ 

1 4 2 7 3(D^m^mizmm-r^mB.t l-c^. m^if. m^m. mmtm^ 

. rmi^m-^xm. ^mm. ^-^u^m. cushing^. ^•:ru^^^>itm. ^ 
mm^ji^'^y^m^^m^mmm . m m^i^. i^m) > mm^^mm. mm 



iiiiE#2 004-301 1630 
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^-v^: 106/ 



-©jflLii^. ^>:^v>ru)]^^-, mmm^> mnnmm. mn^Mm. 

[0 10 8] 

L/i 1 4 2 7 3 tfvrti^omt u ify V t<Dm'k^^mt^^Mt'km^^^-r 

^'fb^J^*7:r{i^<7>i^<^iS#»{i:. ^^^B^ ^^Mm. V tlzX 

it^m^mn^j^-r^i^^. -mmKmx.it. m^mBM ('^me o k g i: ut 

) llisv^Tii. — SlwOiltO. 1 ~ 1 0 Omg. L< {±1^1 . 0-5 Om 
g. J:l9$ftL<ti*tl. 0-2 OmgT-^^o #^MPfi*Jtc^4--r'i>:^^{i^ ^ 

mk.it. ^mm(D^xitm'^mx.it. mwimmm i^meokgtLx) ic^sv^ 

Xii. —B^z-^^mO. 0 1-3 Omg^Jg. t< {i#tjO. l-2 0mg@ 

^x;^^o i&(DWsm<7)^^i>. i$-S.6 0kgmfzt)},z^'nLtiM^^^'t^^t 

±xmi(> xmmx$>^. :$i^m <^ d n A§tm^^ izmm-t^ ^mmm^o 

tfz. 1 4 2 7 307'n^-^-^^^-^;t1-'5>DNA^'f^oT. ^OTmz 



miE#2 004-301 1630 
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^->^: 107/ 



[0 10 9] 

UPAC-IUB Commission on Biochemical Nomenclature iz X ^W^^^ 



DNA 




c DNA 




A 


: TT^-y 


T 


: ^< > 


G 


: ^T=-y 


C 


: V h -> > 


RNA 


: ^mm 


mRNA 




dATP 




dTTP 


: T'^j-^v'^^ >^ 


dGTP 




dCTP 




ATP 




EDTA 




SDS 




[0 110] 




G 1 y 


: w 


A 1 a 


: T7^> 


V a 1 
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Leu 


: n y > 


I 1 e 


: V n >f v > 


S e r 


: -bU ^ 


Th r 




C y s 


: s^;^T-^ > 


Me t 




G 1 u 




Asp 




L y s 


: vz^y 


A r g 


: r;v^^:^ 


H i s 




P h e 


: -7 0^— ;vT^^> 


T y r 


: ^ui^> 


Tr p 




Pro 


: T'm; > 


A s n 




G 1 n 


: y)V^ < > 


p G 1 u 


: tfn^;u^ ^ >m 


* 




Me 


: 


E t 


: jc^ji^m 


B u 


: ':f^}i^m 


P h 




TC 


: -f-Tyi; >^>-4 (r) -:*;wjK^-9-^ k 


[0 111] 





Tos : p— h;vjt>;^;v'7:t^;v 

CHO 
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B z 1 : ^vv^;!' 

Cl2Bzl : 2, 6-v?^nn^>v^;i' 

Bom : ^>v;i/:t4-v^^;l/ 

Z : ^>v^;v;t^v':*;i/jK^;i^ 

Ci— z : 2 — :J'nn^>v;V:}-^v:*;vjK— 

Br — Z : 2 — ■:/n^^>v;v;j-^v*;vsK^;v 

Boc : t -"rh^'>:^;V'i^'^>'l^ 

DNP : bn^^y-;!^ 

T r t : b V^)^ 

Bum : t 

Fmoc : N— 9 -7;^?^- V — h^v:^-'!'^'— -'^ 

HOBt : 1 -li Kn^v^;/X h «; Tv'-;^ 

HOOB t : 3, 4->^t: Kn-3-li Kn^v^- 4 -:^^y- 

1,2, s-^y^/hvr-Jz^ 

HONB : 1-1^ ;V'i^'>'V^->'-2,3-v?:*>>^^^>'^ 5 K 

DCC : N, N' -y'>:5^ n^:3pi/;v^;l/jKv>f ^ K 



[0 1121 

@e^J#-i-: 1 

y^^i 4 2 7 3 0T^ ymi£^J^^"to 
IS^J#-^ : 2 

11 hfi^^l 4 2 7 3 4:3- K-t* cDNA<^J^^iE2^J=Sr^'to 

@e^J#-i- : 3 

•7't7>^fi5^1 4 2 7 3 C7)T^ y^@B^J^^i"o 

SB^J#-^ : 4 

^'t7>?.fi5^1 4 2 7 3 ^3- K-r^ cDNA<^>JS*Be^J=S:^t-o 

@e^J#^ : 5 

m^m-^ : 6 
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Be?ij#-^ : 7 

mm^ : 8 

^ y hfijfcl 4 2 7 3 y^iE^JSr^-fo 

Be?!j#-^ : 9 

hfi^l 4 2 7 3 ^rn- Ki"^ c DN A<^m*@e^J=^^-ro 

@E^|J#-^ : 1 0 

mmm 3 tt p c r KDS-e-geM l Tt: y ^ >r v - <^:^*b£^!) ^1-0 

iB^J#-^ 111 

3 1' tt p c R Kj^x-mm vfzf'y^'^- <Dm.mun ^ ^i-o 

iS^J#-i- : 1 2 

^i&tni 3 Kisifh p c RKJc^TM^ffl i.fzfu-y(DmMmm^^-to 

B5^J#-^ : 1 3 

mmm 4 ^ p c r s/s-e^^ l fv: -^^^ - 1 <^i^^@e^j ^^-to 
@e^j#-^ : 1 4 

^i&M 4 Kisif^ p c R^jci-e^ffl L/iy^ -^7- 2 om^Sfi^j^^-To 

[0 113] 

- . ^J'n-^^jX (Molecular cloning) ^Zt^m.^i^lX\^^^:f^m^zm'=>fZo 
[0 1141 

[HM^j 1] }^hirsxx/'^^:^i 4 2 7 3 KM-r ^ mm^(DKBn<Dmm 

CHO-Kl|fflH»tt, WtCfam^Js^SV^Ki!) 1 0% 4^l&mJfiLtt (I nv i t 
r o g e n) *-^^>^^i^F- 1 2^ife (Invitrogen) ^fflV>r;^#L 
fco h9>;^'7ai^v3>$r^T^frSl' 1 0 cm2ab/il9 4. 5 x 1 0 5'(i<7)||a 

:^«L7to h^VX^i^'VHi'iiLi pof ec t ami n et^ (I n v i 
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t r o g e n) «rfflv^ ^mmt<o:MmmcxmFi^<>fzo ^mm^e-w 

e 1 l'/V-^«:^^ffl■t•*^'^^i^ J^iT<^ J: d t'firofco tT^ 1. 5m 
i-y-^ 2:$:fflitt> -ett^mcO p t i -MEM- (I n v i t r o g 

en) 1 0 0 l^SLfCo ^IC, M-:^Of^^-:/lc|&3^^;5' iJ' - 1 // g. 
^>^>T-:^t-L i p o f e c t ami ne|itll*6;e/ 1 ^^J^^^ M^^rti'^U 2 
0^ramzai^^gL^::o C:<0^?e[lCOpt i-MEM-I^m«:8 0 0// 1 iJOx. 
fzY y y 3 >mm,^^^. ^f>y6^i:i60p t i -MEM-I%^=S:ffl 

^l^coifflliati. PBS (Invitrogen) ^ m^^^X V > :^ Lfz^. 0. 0 
5% h U "^^^^^ • EDTA^?g[ (Invitrogen) ^fflv>TflJ;5*t^ jt 
'C^^f^l'THIJRL/io #^:iX7^c»<7)^^Pi^L. 1 0 0 1 ^) 5 x 1 
0 4>|@o^ia;65'^$tt^i ^ tC^fiiU B 1 a c k walled 9 6 -we 
11 p 1 a t e (C o s t a r) \,Zi:r:^fz^ I 0 0 l-f^^^^^k. CO 2 
^SISt:ir— 5fe^«L/^o -hlB h ^ >J:^ 7 i iJ' V 3 >^f^icr— jittlc^#^=Sr 
|§mtfv:CHO-K imi'^S^i^-9-^7°^^*i^3)nL. ^(T^l^omrt:^ ;Vv 
•i^A^JgO^i&^rF L IPR (Molecular Device) ^rfflv^Tilii 

mmm^mLtzo t-r. mm^mt^mF i uo 3 -am (do j in) «r^jn 

'tyf/'iyyT-^i^^l^fZo HBSS (Invitrogen) lOOOmUC 
IM HEPES (pH7. 4) (DO J IN) 2 0 m I ^Un^fzmWL {iikT. 
HB S S/HEPE S^?gt) T'n^^v K (Sigma) 710mg^lN 
NaOH 5ml ^I'HB S S/^HE P E S^?^5 m 1 i:i\i^m^ 

Lfzm^l Om 1 .ro^^=l:T>7-t-r/^u^7T-t LfCo ^ICF 1 u 

o 3 -AM 5 0;« g€r2 1 I DMSO (DO J IN) tC^fl^U ^hK^ 
2 0 >^ (Molecular Probes) trJnx.ti^^^> 1 

0 5 fx l(D^^]>^m.m^mmLfzl 0 . emKOry't^^^yVT-KlJU^. M 

^mm^^mmLfzo ^^s-s^ife tf^ c h o - k i mm<r> 

:^*«r^§> ii:*,lim^^?§?gf=Sri;^^/i«5 1 0 0 ;« 1 -f 00 2^ 
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ii^^mcH o - K 1 mm.izmm-r^^'^ > 'f)v\tr y-^^j^^yyT- ^mv^t 
mWiU mmKFL I F Riz^y hLfzo i^^±<r>mii!km:imLrz^. flipr 

>'N';l'^ M^-f >^ (P a 1 m i t o 1 e i c acid) (IlD.Uy- 
;V^(linoleic acid) (EI 2 ) > y - V y (7 - 1 i n o 
lenic acid) (EIS) . T K>m (a r a c h i d o n i c a 
c i d) (1114). K=i-9-^^-9-j:-:^m (d o c o s a h e X a e n o i c a 
c i d, DHA) (His) ^*inx.7t ^ § tc. hiSJiO^v-^y^ 1 4 2 7 3 4- 

^m-t^CHO-Ki0«?#M6<j(ciSii^ Mai*i?!;;vv'i7Ajt^(7)±#) ^-^ 
i i: :6^^3>^-o /Co 3 > h n -;l/<^^S^^i^ iJ' -cd«J5^^#A L/iC H O - K 1 MU 
r'{±. ■^<OJ:d^^&i^(i^f>tL3&:d^ofCo i"^t>-^. t hi3J:?/v«>>?L 1 4 2 7 
3 Ort 014 V :r K;5*J!itJBJ®?-C^ -5 Cl i: f> jj-lc o fz^ 
10 115] 

[^»J2] t h 1 4 2 7 3 mRNA<5^|&^^;riT 

mRNAO||^a:<^5^»tc:{iAB I PRISM 7700 SequenceDe 
t e c t o r (ry^^ ^V^*^:^-'>;^•rAXy:) *fflV>/co l&a#<0^aicffiv^ 
*r^-rv-[5' -(XriXnX5GCATGCTnTAAAC-3' (Sa^J#-f-: 5). 5' -CGCTCTCGATG 
TCTATTTGC-S' (mm^ \ 6 )] t 7'n-:/[5' -ACmTATTTCCAGTACCCTCCATCAGTGG 
C-3' (@B^J#^: 7)](i. VI hMl 4 2 7 303^^ie^J (@S^J#-^ : 2) 
tCAB I PRISM S e q u e n c e D e t e c t o r:^fflOy 7 h 'i7aiT 
PrimerExpress (T^^^ hV-?>f ^^-S^^T^AX^t) ^flJffiLTT'-if 
^^Lt^Co ^Mi:^^ c DNAti. \l h#®&Mft*<^ total RNA (i^ 

^X^fJr'IsefflL^o ^mm-WJ^Ammmmmh LT S u perScriptll ( 
GIBCO BRLtt) «risgfflL. ^tO^n > =i^;Vtc Lfc;6^'oTtT-:p t^To A 
B I PRISM 7700 SequenceDetector 0^.?K(iT a qM 
an Universal PGR Master Mix iyfy ^ hV^^r^-^/X 
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M. cDNA^ig[S:2i-C'g'*>-^, m@7K-e2 5 /z 1 iiLTiSHL^Co AB I P 
RISM 7700 SequenceDetector -^(DKJ^^li^ 5 0 Vts 2 
^^ 9 srT'l O:0'<^m^ QSr-lS^. 6 or • l:^0-9-^^;v^4 0®^ 

[0 116] 

imMmS] 7^yhl4273 mRNA<7)|&^:9'5^p 

mRNA(7)||^l:<^5gilC{±AB I PRISM 7700 SequenceDe 
t e c t o r {r-fy^ K/nM^v;^t-AX?±) ^m^^fz^ l&31*<^^tcMv> 
-ST'^^v-Es' -GTG{nXKX:(TrCACGTTTG-3' (B2^J#-^ : 10) > 5' -CGCTCCTC 
AACAGCGACAT-3' (@2^J#^ : 1 1) JhT'n-rCS' -CAACTCCGCCCTAAACCCCATTC 
TGT-3' (@e^J#-^ : 12) 7yhMl4273 o:^^@e^j (@e^j## : 9 
)Sr^>i:tCABI PRISM S e q u e n c e D e t e c t o r #ffloy "7 
> .^jiTP r i me r E X p r e s s (TT'^ K/nM :t~>X-r AXtt) 
fflLT-r^f^ >Lfco ^M.b^'i. c DNAIi. iE#^^ J: ?/7K^J&)mx h VX 
WL^c'^y h J: «9#MM^^^^aiL. total RNA=S:Isogen ^-v 
jj^°>v^->1±) , poly (A) +RNA«rmRNA purificatio 
n kit (P h a r ma c i a1±) ll<t jt-T;Vt'L/i;6^o 
TPML^Co n^fifzp o 1 y (A) +RNA l//g^DnaseI (Amp 
lification Grade, GIBCO BR Ll±) ^^tSf^^ 16 0 
ng^^rRNA PGR Kit (T a k a r a1±) -^^aLT^VtCtJe 
^^A2VX-cDNA^^mLfZo ABI PRISM 7700 Sequen 
ceDetector (DKJ-vl^WHi T a q M a n U niversal PGR 
Master Mix (TT'^-Y hVt^ :t-'>XxAXtt) * 1 2 . 5 ;« K #7^ 
^>f*r-*0. 9yMM, T'n-r^O. 2 5;«M. c DN A^?gt«:M-^'^:b-^. 
m®7fC-e2 5 ;u 1 t LTPMLfCo AB I PRISM 7700 Seque 
nceDetector -COK/Sti. 5 0 VX- 2 9 5 VX 1 0 ^(D^^ 9 5 
X: ' 1 5#\ 6 OV • 1^0-^^^i}';i/^4 OHJ^Jj^gLT^foTto #®^t?<D 
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TS#-Ct±l 4 2 7 3mRNAO|§^40±#>6^;^aj$tt, 1 4 2 7 StJ*;^ h V 
10 1 1 7] 

[Ilifei«l4] ^-J' Y^^(D 1 4 2 7 3*3- Ki-'5> c DNAO^^ n-->^^i:-^ 

hflSDNA^ilMt LT. •7'^'f-^-l (@B^J#-^: 13) RV'':f9-i^ 
-2 (iB^!j#-^: 1 4) =^fflv^-CPCR*fi'^o7to PCRlC{i Klenta 
q DNA Polymerase (^n->x-y:J') Srfflv^, ®9 5X: • 2:55- 
. 0)9 8*C • 1 0#\ 6 3t: • 2 0#. 7 2*0 • It^-^S SilOt^^ 7 2 • 7 
^<^#ft^JS ^^fSr o Tto SJStl:^ m^^mm ?rTOPO TA Cloning 
Kit (Invitroge n1±) <^)^J!!.:;^lc L/w;6^oTy9;^ ^ K-^^'iS^-p 
CR2. ITOPO (Invitroge ntt) tc^^ n-ji V^Lt^o ittS::^ 
j^mjM10 9 (^Mjt) tr^ALT. KS:3fo^n-:y*amp i c 

i 1 i n^^ijLBm^-^ik^r-M^Lfzo m^<0^ u-XD^^mn^M^L 
i-zB^. ifmGSfi^*^mv-feyi5'-Mfi®«r=i-Ki-^cDNAIE^J (Sfi^J 
9) 4r#3to ClOcDNAJ: •9S§m;?tt^T^y^@fl>?iJ (mm-^ : 8 
) ^-^^-f ^ffMl^-tT'^-iie®* r a t 1 4 2 7 3 t^^LfZo tfz. 
m^i^^:^mm (Escherichia coli) JM109/pTAra 
t 1 4 2 7 3 t-^^LfZo 
[0 118] 

1 4 2 7 3 (Dmmmmm<o'^m-wc-^^ ^ t-fymh:^^ztj: ^fz^ tx-. 

[0 119] 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Novel Screening Method 
<130> B03099 
<150> JP 2003-010001 
<151> 2003-01-17 
<160> 12 
<210> 1 
<211> 361 
<212> PRT 
<213> Human 
<400> 1 

Met Ser Pro Glu Cys Ala Arg Ala Ala Gly Asp Ala Pro Leu Arg Ser 

5 10 15 

Leu Glu Gin Ala Asn Arg Thr Arg Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ala Ala Val Glu Thr Thr Val Leu Val 

35 40 45 

Leu He Phe Ala Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Cys Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe He Ser Ala He Pro Leu Val Leu 

85 90 95 

Ala Val Arg Trp Thr Glu Ala Trp Leu Uu Gly Pro Val Ala Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Leu Ser Gly Ser Val Thr He Uu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val His Uu Gin 
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130 135 140 

Arg Gly Val Arg Gly Pro Gly Arg Arg Ala Arg Ala Val Leu Leu Ala 
145 150 155 160 

Leu He Trp Gly Tyr Ser Ala Val Ala Ala Leu Pro Leu Cys Val Phe 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Ala Asp Gin Glu He Ser 

180 185 190 

He Cys Thr Leu He Trp Pro Thr He Pro Gly Glu He Ser Trp Asp 

195 200 205 

Val Ser Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Thr Val Ser Uu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 ■ 255 

Gin Gin Asp Phe Arg Uu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Lys Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Thr Leu Cys Arg Asn Glu Trp Lys Lys He Phe Cys Cys 

325 330 335 

Phe Trp Phe Pro Glu Lys Gly Ala He Leu Thr Asp Thr Ser Val Lys 

340 345 350 

Arg Asn Asp Leu Ser He He Ser Gly 
355 360 
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<210> 2 








<211> 1083 








<212> DNA 








<213> Human 






<400> 2 








atgtcccctg 


aatgcgcgcg ggcagcgggc gacgcgccct 


tgcgeagect ggagcaagcc 


60 


aaccgcaccc 


gctttccctt cttctccgac gtcaagggcg 


accaccggct ggtgctggce 


120 


gcggtggaga 


caaccgtgct ggtgctcatc tttgcagtgt 


cgctgctggg caacgtgtgc 


180 


gccctggtgc 


tggtggcgcg ccgacgacgc cgcggcgcga 


ctgectgcet ggtactcaac 


240 


ctcttctgcg 


c^acctgct cttcatcagc gctatccctc 


tggtgctgge cgtgegct^ 


300 


actgaggcct 


ggctgctggg ccccgttgcc tgccacctgc 


tcttctacgt gatgaccctg 


360 


agcggcagcg 


tcaccatcct cacgctggcc gcggtcagcc 


tggagegcat ggtgtgcatc 


420 


gtgcacctgc 


agcgcggcgt gcggggtcct gggcggcggg 


cgcgggcagt gctgctggcg 


480 


ctcatctggg 


gctattcggc ggtcgccgct ctgcctctct 


gegtcttett ecgagtcgtc 


540 


ccgcaacggc 


tccccggcgc cgaccaggaa atttcgattt 


gcacaetgat ttggcccacc 


600 


attcctggag 


agatctcgtg ggatgtctct tttgttactt 


tgaacttctt ggtgecagga 


660 


ctggtcattg 


tgatcagtta ctccaaaatt ttacagatca 


caaaggcatc aaggaagagg 


720 


ctcacggtaa 


gcctggccta ctcggagagc caccagatcc 


gcgtgtccca gcaggactte 


780 


cggctcttcc 


gcaccctctt cctcctcatg gtctccttct 


tcatcatgtg gagccccate 


840 


atcatcacca 


tec tec teat ectgatccag aactteaagc 


aagacctggt catctggccg 


900 


tccctcttct 


tetgggtggt ggccttcaca tttgctaatt 


cagecctaaa ccccateetc 


960 


tacaacatga 


caetgtgcag gaatgagtgg aagaaaattt 


tttgctgctt ctggttccea 1020 


gaaaagggag 


ceattttaac agacacatet gtcaaaagaa 


atgacttgtc gattatttct 1080 


ggc 






1083 


<210> 3 








<211> 361 








<212> PRT 








<213> Mouse 






<400> 3 
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Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser His Thr 

5 10 15 

Leu Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Uu Val Leu Ser Val Val Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Ala Arg Arg Arg Arg Arg Gly Ala Thr Ala Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thr Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Leu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
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225 230 235 240 

Leu Thr Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Uu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Asn Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Asp Thr Ser Val Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Ser 
355 360 

<210> 4 
<211> 1083 
<212> DMA 
<213> Mouse 
<400> 4 

atgtcccctg agtgtgcaca gacgacgggc 
aatcgcaccc acttcccttt cttctcggat 
gtcgtggaga ccaccgttct ggggctcatc 
gctctagtgc tggt^cgcg ccgtcggcgc 
ctcttctgcg cggatttgct cttcaccagc 
actgaggcct ggctgttggg gcccgtcgtc 
agcggcagcg tcacgatcct cacact^cc 



cctggcccct cgcacaccct ggaccaagtc 60 

gtcaagggcg accaccggtt ggtgttgagc 120 

tttgtcgtct cactgctggg caacgtgtgt 180 

cgtggggcga cagccagcct ggtgctcaac 240 

gccatccctc tagtgctcgt cgtgcgctgg 300 

tgccacctgc tcttctacgt gatgacaatg 360 

gcggtcagcc tggagcgcat ggtgtgcatc 420 
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gtgcgcctcc ^cgcggctt gagcggcccg ^cggcgga ctca^cggc actgctggct 480 
ttcatatgffi gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgt^tc 540 
ccgcagcgcc ttcccggc^ ggacca^aa attccgattt gcacattgga ttggcccaac 600 
cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtgccggga 660 
ctggtcattg tgatcagtta ctccaaaatt ttacagatca cgaaagcatc gcggaaga^ 720 
cttacgctga gcttggcata ctctgagagc caccagatcc gagtgtccca acaagactac 780 
cgactcttcc gcacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 
atcatcacca tcctcctcat cttgatccaa aacttccggc aggacctggt catctggcca 900 
tcccttttct tct^gtggt ggccttcacg tttgccaact ctgccctaaa ccccatactg 960 
tacaacatgt cgctgttcag gaacgaat^ aggaagattt tttgctgctt cttttttcca 1020 
gagaagggag ccatttttac agacacgtct gtcaggcgaa atgacttgtc tgttatttcc 1080 
age 1083 
<210> 5 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 5 

gctgtggcat gcttttaaac 20 
<210> 6 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 6 

cgctgt^t gtctatttgc 20 
<210> 7 
<211> 30 
<212> DNA 
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<213> Artificial Sequence 

<220> 

<400> 7 

agttcatttc cagtaccctc catcagtggc 30 

<210> 8 

<211> 361 

<212> PRT 

<213> Rat 

<400> 8 

Met Ser Pro Glu Cys Ala Gin Thr Thr Gly Pro Gly Pro Ser Arg Thr 

5 10 15 

Pro Asp Gin Val Asn Arg Thr His Phe Pro Phe Phe Ser Asp Val Lys 

20 25 30 

Gly Asp His Arg Leu Val Leu Ser Val Leu Glu Thr Thr Val Leu Gly 

35 40 45 

Leu He Phe Val Val Ser Leu Leu Gly Asn Val Cys Ala Leu Val Leu 

50 55 60 

Val Val Arg Arg Arg Arg Arg Gly Ala Thr Val Ser Leu Val Leu Asn 
65 70 75 80 

Leu Phe Cys Ala Asp Leu Leu Phe Thr Ser Ala He Pro Leu Val Leu 

85 90 95 

Val Val Arg Trp Thr Glu Ala Trp Leu Leu Gly Pro Val Val Cys His 

100 105 110 

Leu Leu Phe Tyr Val Met Thr Met Ser Gly Ser Val Thr He Leu Thr 

115 120 125 

Leu Ala Ala Val Ser Leu Glu Arg Met Val Cys He Val Arg Leu Arg 

130 135 140 

Arg Gly Leu Ser Gly Pro Gly Arg Arg Thr Gin Ala Ala Leu Leu Ala 
145 150 155 160 

toiE# 2004-3011630 
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Phe He Trp Gly Tyr Ser Ala Leu Ala Ala Leu Pro Leu Cys He Leu 

165 170 175 

Phe Arg Val Val Pro Gin Arg Leu Pro Gly Gly Asp Gin Glu He Pro 

180 185 190 

He Cys Thi Leu Asp Trp Pro Asn Arg He Gly Glu He Ser Trp Asp 

195 200 205 

Val Phe Phe Val Thr Leu Asn Phe Leu Val Pro Gly Uu Val He Val 

210 215 220 

He Ser Tyr Ser Lys He Leu Gin He Thr Lys Ala Ser Arg Lys Arg 
225 230 235 240 

Leu Hir Leu Ser Leu Ala Tyr Ser Glu Ser His Gin He Arg Val Ser 

245 250 255 

Gin Gin Asp Tyr Arg Leu Phe Arg Thr Leu Phe Leu Leu Met Val Ser 

260 265 270 

Phe Phe He Met Trp Ser Pro He He He Thr He Leu Leu He Leu 

275 280 285 

He Gin Asn Phe Arg Gin Asp Leu Val He Trp Pro Ser Leu Phe Phe 

290 295 300 

Trp Val Val Ala Phe Thr Phe Ala Asn Ser Ala Leu Asn Pro He Leu 
305 310 315 320 

Tyr Asn Met Ser Leu Phe Arg Ser Glu Trp Arg Lys He Phe Cys Cys 

325 330 335 

Phe Phe Phe Pro Glu Lys Gly Ala He Phe Thr Glu Thr Ser He Arg 

340 345 350 

Arg Asn Asp Leu Ser Val He Ser Thr 
355 360 

<210> 9 
<211> 1083 
<212> DNA 
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<213> Rat 
<400> 9 

atgtcccctg agtgtgcgca gacgacgggc cctggcccct cgcgcacccc ggaccaagtc 60 
aatcgcaccc acttcccttt cttctcggat gtcaagggcg accaccggct ggtgctgagc 120 
gtcct^aga ccaccgttct g^actcatc tttgt^tct cactgctggg caacgtgtgt 180 
gccct^tgc tggt^tgcg ccgtcggcgc cgtgg^cga cagtcagctt ggtgctcaac 240 
ctcttctgcg cggatttgct cttcaccagc gccatccctc tagtgctcgt ggtgcgct^ 300 
actgaagcct ggctgctggg gcccgtcgtc tgccacctgc tcttctacgt gatgaccatg 360 
agcggcagcg tcacgatcct cacgctggcc gc^tcagcc tggagcgcat ggtgtgcatc 420 
gtgcgcctgc ggcgcggctt gagcggcccg gggcggcgga cgcaggcggc gctgctggct 480 
ttcatatggg gttactcggc gctcgccgcg ctgcccctct gcatcttgtt ccgcgtggtc 540 
ccgcagcgcc ttcccggcgg ggaccaggaa attccgattt gcacattgga ttggcccaac 600 
cgcataggag aaatctcatg ggatgtgttt tttgtgactt tgaacttcct ggtaccagga 660 
ctggtcattg tgatcagcta ctccaagatt ttacagatca cgaaagcctc gcggaagagg 720 
cttacgctga gcttggcata ctccgagagc caccagatcc gagtgtccca gcaggactac 780 
cggctcttcc gaacgctctt cctgctcatg gtttccttct tcatcatgtg gagtcccatc 840 
atcatcacca tcctcctcat cttgatccag aacttcc^c aggacctggt tatctggccg 900 
tcccttttct tctgggtggt ^ccttcacg tttgccaact ccgccctaaa ccccattctg 960 
tacaacatgt cgctgttcag gagcgagtgg aggaagattt tttgctgctt ctttttccca 1020 
gagaagggag ccatttttac agaaacgtct atcaggcgaa atgacttgtc tgttatttcc 1080 
acc 1^^^ 
<210> 10 
<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 10 

gtggtggcct tcacgtttg 19 
<210> 11 
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<211> 19 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 11 

cgctcctgaa cagcgacat 19 
<210> 12 
<211> 26 

<212> DNA 

<213> Artificial Sequence 

.<220> 

<400> 12 

caactccgcc ctaaacccca ttctgt 26 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 13 

gtcgacatgt cccctgagtg tgcgcagacg acg 33 
<210> 14 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<400> 14 

gctagcttag gtggaaataa cagacaagtc att 33 
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[m 1] >'N';V^ h V'f >'i? (P a 1 m i t o 1 e i c acid) 3 0 fiM^m 

jjuLfzt^(Dmmnc a 2 +mm<omti:m^fzm^i:^-ro mm<Dc o u n t 

s timrt C a 2 +jtJK^^i-«3fe5ilg. «l*OT i m e (sec. ) 
;l/^Jnm<^BfrBl^t (#) ^^fo 0(±l: h 1 4 2 7 SUmCHO-K 
^ti-T-J^y?. 1 4 2 7 3^mCB.0-Kimm. Dti 1 4 2 7 3 ^rl&mLTV^jSjv* 
3 > h n C H O - K 1 iBJ3a«r^-t-o 

[1112] V y-n^m. (linoleic acid) 3 0 fiM^miULfzt ^<D 
TOI*IC a 2 +i^Ec7)^^b'^P-^7^.:^m^^i-o IC§tt(OC o u n t s {i:«l*lC 
a 2 +8^Jt*^-r^:7fe5iJS. 5^^0T i me (sec. ) ti-9-^-/;P^Mt<^NF 
K^t (#) *^-to OJil 4 2 7 3liaCH0-Kl^ll&. Zifi-r-i;;;^ 1 4 2 
7 3^3^CHO-K imm. nUtl 4273 ^|&mt-CV>:&v>3> hD-;K^C 
HO-K im^^-To 

[113] y-V yvyM (y-linolenic acid) 3 0 fxM^&a 
L/ch §omrtC a 2 +j^OiS'fbt:P^/^^:i:=Sr^-t"o mMl<DC o u n t s 
(±«rtC a 2 +stm^^-r^^5tJR. =BI#<^T i me (sec. ) \t^>y}V 

miM^<ommmM (#) ^^i-o oj^i 4 2 7 3i§mcHo-K l«^ ^t*-^ 

•^^^ 1 4 2 7 3§km,C110-Kimm. □{±14273 =Sr|iaLTV^^v^:3^ b 
n-;K^CHO-K l^)ja=Sr^1-o 

[1141 Ty^ (arachidonic acid) 3 0 yuM^^tnb 

fzt^ommnc a 2 +2i^c7)^<k^P^/i^:i:=Sr^1"o i^HllOC o u n t s 
mm.\^C a 2 +^ijg=£:^-rm^5iJS^ mm<DT i m e (sec. ) 
M^<^NfK^ (IJ'^) ^r^-fo Ot±l 4 2 7 3l&mCH0-K 1^J3&> ^fi'^'^^ 
^ 1 4 2 7 3^mCH0-K lm^ 1 4 2 7 3 ^f&3^LTV^:&v^=7 > h o 
C H O - K 1 m=S:^-ro 

[1151 Kn-^-'^^r-^-J^^^^t (d o c 0 s a h e X a e n o i c acid, 
DHA) 3 0 fjLM^miM\^f:zt^<DmmJ^Csi2+j^^(0^^t^^^fzm^^^ 

■To mmoc o u n t s immiHc a 2 +mm^^ir^yt^m. mm<oT i m e 
(sec. ) it^y:f)mm^ommm7^ (#) ^^-To oiii 4 2 7 3§kmc 

UO-Kim^. /^ii-r^:^ 1 4 2 7 3|&mCH0-K 1«> □{±1 4 2 7 3 
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me} ^ Y^^m.X-(01 4 2 7 3mRNA<^|&31^;(&fr^-to Copies 
/ng p o 1 y (A) +RNAtip o 1 y (A) +RNA ng^T^rlJOntf 

11117] V V Y^mMmX<D 1 4 2 7 3mRNA(7)^m:$3-^^^1-o C o p i e 
s/n g p o 1 y (A) +RNA(±p o 1 y (A) +RNA n g^fclJOn 

[IMS] TKS+feJ^;^ b -7 hTM'f$:T-<^ 1 4 2 7 3mRNA60^^_h# 

*p-<y^:^^^^-ro ^^iiTfcS^P^ (h) =S:^i-o SSEill<7)C o p i e s/n g 
poly (A) +RNA(ip o I y (A) +RNA n g^fc«90ne-^^ 
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imi} 

Palmitoleic acid 

1500 j ■ , 

1300 ■ 

1100 ■ 




Time(seo^ 

[112] 

Linoleic acid 

1500 I 




HmeCseo.) 
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me] 













































n.n. . 
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in?] 



mi (fF) 
» <m 
w (ff) 

m cm 

iM m 

^ (ff) 



¥3 

AIM 

es 
mm 
/J 



zbfioo AOfioo eojooo 80.000 100,000 

Copies/ng polyCA}^RNA 
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[ms] 



40.000 
35^00 
^ 30.000 
^ 25.000 
{ 20.000 
15.000 

CO 

S 

*& 10.000 
o 

5.000 
0 



0.5 
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mm] 

mism] 
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